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[bookmark: _Hlk71899212]This is procedure manual one of a series of three and contains all procedures related to the start-up and close out of trials. The procedures covered in this set of three manuals cover all procedures specifically related to coordinating trials within CHS. They should be used in conjunction with general CHS policies and procedures to effectively conduct trials. 

This procedure manual covers governance and record keeping associated with clinical trials.

	[bookmark: _Toc82770601]Scope


The procedures laid out in this manual apply to the conduct of trials (drugs/devices/observations), registries and biobanks. Throughout this document these activities will be referred to under the umbrella term ‘trial’. This manual provides guidance which should be followed, unless a different procedure is to be used as detailed and justified in the trial protocol and agreed by the Sponsor/Co-Sponsor.
This manual applies to all staff directly involved in trials at Canberra Health Services (CHS) including, but not limited to: 
· Sub-Investigators/Co-Investigators
· Research Nurses
· Study Co-ordinators 
· Trial Assistants 
· Trial Pharmacists.

This manual also applies to CHS staff associated with, but not directly involved in the trial including, but not limited to: 
· Medical Officers
· Specialist nurses
· Laboratory staff
· Radiologists
· Support staff.
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A trial protocol that meets scientific and ethical standards is a fundamental requirement of rigorous clinical investigations. The protocol ensures a common understanding of all investigators on how the trial is to be conducted and provides a guide for monitoring the progress of the trial. The procedure will assist in ensuring compliance with essential elements of a protocol as defined in Good Clinical Practice Guidelines (E6 (R1)).

The trial protocol is a document that provides the full and detailed description of the study; the objectives, design, methodology, statistical considerations, and organisation of the trial, such as how the trial will be implemented and evaluated.

This procedure describes the preparation of a trial protocol. It describes what the protocol is, how it is developed, and how and under what circumstances it can be changed. All protocols are to be developed according to a standard procedure to ensure that the final protocol complies with all regulatory requirements and underpins a sound trial.

Back to Table of Contents
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The principal investigator (PI) is responsible for the preparation of a trial protocol written at Canberra Health Services (CHS) for a trial developed by a CHS clinician.  It is the responsibility of the PI to ensure completeness of the protocol and that it is accepted by all listed co-investigators (Co-I) before submitting to the Head of Department (HOD) for endorsement, the Human Research Ethics Committee (HREC) and Research Governance Office (RGO) for ultimate approval. 

Back to Table of Contents
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Generally, investigator led trials are the primary type of trials developed at CHS.  However, these trials must adhere to this procedure and any related policies and procedures.

All CHS endorsed trials must have the relevant ethical, governance and regulatory approvals prior to opening the trial for recruitment.

Back to Table of Contents
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The trial protocol is a document that provides the full and detailed description of the trial; the objectives, design, methodology, statistical considerations, and organisation of the trial, such as how the trial will be implemented and evaluated. 

Following approval by the appropriate regulatory bodies (Ethics, Therapeutics Goods Administration (TGA), Food and Drug Administration (FAD) etc), the trial protocol becomes the definitive document for all aspects of the trial implementation, evaluation and reporting. 

In multi-site collaborative trials all participating sites must adhere to the same version of the trial protocol, while there may be site specific methods for implementing the trial protocol. 

Trials of medicines and biologicals typically proceed through 'phases' of development whereas trials of medical devices are more appropriately represented by 'stages'.

The trial protocol forms the basis for:



There are different types of trials, including:
· treatment trials to test new treatments, new medicines or combinations of medicines; or other new therapies such as surgery, the use of new medical devices or new approaches to surgery.
· diagnostic or screening trials to evaluate tests or procedures to diagnose and detect diseases or conditions.
· prevention trials to test new ways to prevent disease including medicines, vaccines, vitamins, or changes to diet, lifestyle or behaviour.
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There are several protocol types which must be considered when developing a protocol:
· Phase I trials involve the first administration of the therapy to humans, usually to small numbers of healthy volunteers. Phase I trials determine the safety of the therapy, how it works and how well it is tolerated. These trials also identify preferred routes of administration (e.g. tablet, liquid or injection) and help determine the appropriate doses for later studies. Phase I trials are usually undertaken in centres appropriately equipped for the specialised monitoring and the high degree of surveillance required.
· Phase II trials are normally the first trials of the therapy in participants suffering from the condition for which the therapy is intended. The principal aim of these trials is to determine effectiveness and safety. These trials are undertaken in a small number of closely supervised participant and conducted by clinicians regarded as specialists in the particular disease or condition and its treatment. 
· Phase III trials involve greater numbers of participants and are undertaken for the purpose of determining whether the therapy confers clinical benefit in the disease/s for which effectiveness was demonstrated in Phase II trials. They also determine the nature and likelihood of any short-term side effects. Phase III trials are undertaken if the Phase II trials indicate the therapy has potential benefit that outweighs the documented hazards.
· Phase IV trials are those trials undertaken after the medicine has been approved for the treatment of a particular disease. Phase IV trials are undertaken to compare new therapies to a wider range of existing therapies. Such clinical surveillance is used to establish where, in the range of treatment options, the new medicine is best used (http://www.medicinesaustralia.com.au).
· Other Clinical Trials include exploratory studies, sometimes referred to as ‘Phase 0 trials’ or ‘pilot studies’.  These come before Phase I trials and are used to test how the body responds to an experimental therapy. In these studies, small doses of the new therapy are given once or for a short time to a very limited number of people.
Trials of diagnostic tests are sometimes divided into exploratory phases, challenge phases and advanced phases to see how effective and how accurate the tests are.
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Good clinical research practice conducts trials in accordance with the principles outlined in the following sources: 
· International Conference on Harmonisation documentation on Good Clinical Practice (ICH-GCP, http://www.ich.org/home.html) and the Therapeutic Goods Administration (TGA) annotated version (http://www.tga.gov.au/industry/clinical-trials-note-ich13595.htm) 
· The National Health and Medical Research Council National Statement on Ethical Conduct in Human Research (henceforth referred to as the ‘national statement’) http://www.nhmrc.gov.au/publications/synopses/e35syn.htm) 
· The Australian Code for the Responsible Conduct of Research (http://www.nhmrc.gov.au/publications/synopses/r39syn.htm) 
· Therapeutic Goods Administration’s Australian Clinical Trial Handbook (http://www.tga.gov.au/industry/clinical-trials-handbook.htm) 
· Declaration of Helsinki (http://www.wma.net/en/30publications/10policies/b3/index.html) 
· National Cancer Institute Common Terminology Criteria for Adverse Events (http://ctep.cancer.gov/protocolDevelopment/electronic_applications/ctc.htm) 
· Other guidelines as applicable (http://www.pocog.org.au/content.aspx?page=studyobligations)
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	Privacy and confidentiality



CHS endorsed trials must have procedures in place to ensure that the conduct of researchers and staff involved are in accordance with Australian federal, state, territory and international privacy legislation. Participant confidentiality must always be maintained except as required by law. Trial protocols and other information are often confidential and should not be provided to personnel not involved with a study.

Back to Table of Contents
	[bookmark: _Toc60929664]Ethics



CHS research trials must be designed to ensure the safety and health of trial participants and to answer specific research questions. These details need to be provided in the trial protocol. All CHS endorsed trials must have the relevant ethical, governance and regulatory approvals prior to opening the trial for recruitment.
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The protocol should be developed in collaboration with key contributors to the research project. These can include, but are not limited to: 
· Principal investigator
· Key investigators 
· Clinical Trials Pharmacist (if an Investigational Medicinal Product (IMP) is involved)
· Statistician
· Pathology Department or laboratory contact (if involving tissue samples)
· Members of the Clinical Trials Management Group, Data Monitoring group
· Members of the funding award body
· Commercial supporters (if applicable)
· Potential participant members
· Sponsor Methodologist
· Research Nurse.

The above is essential for high-risk trials and randomized controlled trials where a multi-disciplinary approach is often required in order to safeguard participant safety. For low risk and observational trials however, the protocol development team might consist of a lead researcher and a consultant who will liaise with the sponsor’s methodologist. Opinion might be sought from a statistician in order to define the statistical aspects of the research.
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For information on developing and writing a protocol, please see the ACT Health REGO guidelines and the ICH Guideline for Good Clinical Practice (E6).
Trial outline and feasibility - The initial idea should be defined as a research question with trial details provided using the Trial Outline and Feasibility form (REGO) which is designed to provide the HREC and RGO with key information about the trial plan and potential feasibility issues.

The objective of this process is to help the HREC and RGO understand the purpose of the trial and to provide points for discussion on the first meeting. The outline of the trial will also be employed by the RGO to make a decision as to the feasibility of the project.

Protocol development - Using the relevant protocol templates available from the RGO, the protocol development process will involve several meetings between the trial team and the RGO which will be an opportunity to discuss the details of the project and provide feedback. The number of meetings required, and the length of the protocol development process is often dependent on the complexity of the trial, the number of staff and departments involved and the risk of the trial. Once the protocol is considered finalised and all relevant departments have confirmed their agreement to be involved, the trial will be considered to enter the start-up stage. 

Study design - The scientific integrity of the trial and the credibility of the data from the trial depend substantially on the trial design. A fundamental decision in the design of a trial is whether to conduct an observational trial or to apply an intervention and examine its effects in a clinical trial. Amongst observational trials, common designs are: 
· Cohort studies (prospective or retrospective) 
· Cross-sectional studies 
· Case-control studies.

There are various types of design for clinical trials, however, the randomised, controlled blinded trial is widely considered to provide the gold standard of evidence.  For more details into randomisation and blinding refer to Manual 2 Procedure 05 - Randomisation and Blinding.

Study Methods - The methods section usually receives scrutiny from the HREC and other reviewers as it will serve as the “operations manual” for carrying out the trial. Some aspects of the method section that need careful consideration and must be described in detail are: 
· Trial participants - consider the trial population and inclusion/exclusion criteria;
· Sample size - this is best determined with the help of a statistician;
· Informed consent - for details on informed consent refer to Manual 2 Procedure 02 – Informed Consent and PICF; and
· [bookmark: _Hlk29362923]Statistical plan - this is a pre-specified statistical methodology documented for a trial, either directly in the protocol or in a separate document such as the Statistical Analysis Plan (refer Manual 1 Procedure 01 - Developing a Clinical Trial Protocol).

Finalising the protocol - After all trial procedures have been agreed by all stakeholders, the protocol is finalised by following these steps:
· Confirm the correct template has been used and completed appropriately;
· The protocol must be version controlled; 
· The final version of the protocol must be approved by the protocol development team including, as a minimum, the PI, the statistician, the pharmacist and pathologist (if applicable); and 
· The final version of the protocol sent for regulatory approval must be signed and dated by the PI. 
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Sections that may be present in a protocol include:

	1
	General Information
	Including protocol title; version and date; name; signature and title of PI and sponsor

	2
	Background Information
	Including description of the investigational product; previous research involving the investigational product

	3
	Trial Objectives and Purpose
	Includes the reason/s for developing the trial in order to establish the effect of an intervention

	4
	Trial Design
	Including the primary and secondary endpoints; trial to be conducted (e.g., double-blind, placebo controlled, parallel design); a schematic diagram of trial design, procedures and stages; description dosage and regimen; data management

	5
	Selection and Withdrawal of Participants
	Including inclusion and exclusion criteria; withdrawal criteria

	6
	Informed Consent Process
	Including appropriate delegation

	7
	Treatment of Participants
	Including details of treatment(s) to be administered (dosing schedule, follow-up period(s)) for subjects for each investigational product treatment/trial treatment group/arm of the trial

	8
	Adverse Events and Serious Adverse Events
	Including details of definitions and how to report on these events

	9
	Quality Control and Quality Assurance
	Including details of how it will be managed and monitored and the systems to be used to ensure compliance

	10
	Ethics
	Including the incorporation of ethical principles

	11
	Data Handling and Record Keeping
	Including details of how data and records will be collected, managed and securely stored



The above list represents a minimum set of inclusions and must not be used to constrain a protocol.
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[bookmark: _Hlk29302629]During the development of a trial protocol, and prior to formal approval of the protocol, changes and adjustments to the protocol will be common.  These changes should be documented under a version control system (refer Manual 3 Procedure 05 – Version Control) and may require further approval from TGA and/or FDA.  Whilst the protocol remains in development phase and not approved by HREC and/or RGO, there is no need to report these changes to HREC and/or RGO.
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No matter how carefully the study is designed and the procedures pre-tested, problems often appear once the study has begun and the need for an amendment becomes apparent. Once the decision has been taken to amend the protocol (or participant-related documents), the HREC and/or RGO must be contacted immediately as they must decide as to whether the intended changes constitute a minor or a substantial amendment. 

[bookmark: _Hlk29362757]For further details, refer to Manual 2 Procedure 16 – Protocol Amendments.
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The Australian New Zealand Clinical Trials Registry (ANZCTR) and ClinicalTrials.gov are international, online registers of clinical trials being undertaken in Australia (and internationally). The ANZCTR and ANZCTR include trials from the full spectrum of therapeutic areas of pharmaceuticals, surgical procedures, preventive measures, lifestyle, devices, treatment and rehabilitation strategies and complementary therapies. They have nationwide coverage of all clinical trials involving Australian researchers or Australian participants.

It is the responsibility of the PI to ensure any new, approved trials are listed on the Registries.
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The purpose of this Procedure is to outline investigators’ responsibilities and process for conducting trails within the applicable regulatory requirements. This Procedure will be applicable to all phases of clinical investigation of investigational products.

Back to Table of Contents
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[bookmark: _Hlk27570793]The Principal Investigator (PI) retains overall responsibility for the conduct of the trial and the trial team.  However, aspects of this responsibility may be delegated to other members of the trial team – refer to Manual 1 Procedure 12 – Delegation and Signature Log.  
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Investigators and all team members dealing with participants, including their data, must have current GCP certificates prior to commencing a trial.
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The investigator(s):
· Must ensure that trials are carried out according to International Conference on Harmonisation ICH Guidelines, Good Clinical Practice Standards, requirements of regulatory authorities’ and any other local requirements.
· Must have an understanding that when a trial is sponsored by an agency/pharmaceutical/device company, they may be requested to follow the procedures of that agency/company in order to comply with company’s obligations. Agreement between all parties must be discussed and documented before initiating the trial.
· Must ensure they are appropriately qualified to conduct the trial - refer to Manual 1 Procedure 12 – Delegation and Signature Log.  
· Must inform the participant’s primary physician about the subject's participation in the trial if the participant has a primary physician and agrees to the primary physician being informed.
· Must declare any conflicts of interest, financial benefits and other forms of financial consideration etc. from other parties.
· Must ensure that the financial aspects of a trial are documented in an agreement between the Sponsor and the institution/investigator.
· Must maintain a list of all delegated duties with respect to the trial, and the persons and qualifications of those persons to whom the duties are delegated – refer to refer to Manual 1 Procedure 12 – Delegation and Signature Log.  
· Must ensure appropriate supervision, oversight and management of all staff to whom specific trial related duties have been delegated.
· Must ensure staff receive regular, appropriate and timely training to carry out the trial protocol. All training must be clearly documented and filed in the Investigator Site File (ISF).
· Must be able to demonstrate that adequate participant recruitment is likely to be possible at this site, with necessary time available to conduct the trial according to GCP requirements, and with adequate facilities and staff.
· Must ensure medical care is available and provided to participants where care is necessary as a result of any adverse events experienced during or following the trial that are related to the trial.  The PI must be responsible for all trial-related medical decisions.
· Must possess, prior to trial commencement, approval from an appropriately constituted Human Research Ethics Committee (HREC) and local Research Ethics and Governance Office (REGO) endorsement of the trial protocol, investigator’s brochure, participant information and consent forms (PICF), recruitment procedures, PICF updates and any other information given to participants.
· Must ensure that the trial is conducted according to the approved protocol.
· Must document any deviation from the protocol and submit for review as per Manual 2 Procedure 16 – Protocol Amendments. 
· Must ensure that no avoidable deviation from the protocol occurs without prior HREC endorsement, unless it is required to prevent imminent harm to participants as an urgent safety measure (refer to Manual 2 Procedure 11 – Protocol Deviations and Violations). 
· Must maintain accurate source documents and trial records that include all pertinent observations on each of the site’s trial participants. Source data must be attributable, legible, contemporaneous, original, accurate and complete.
· Must maintain the trial documents as specified in Manual 1 Procedure 13 – Investigator Site File and Essential Documents.
· Must ensure accountability of the investigational product at the trial site(s) – refer to Manual 2 Procedure 08 – Receipt and Handling of Investigational Product.
· Must ensure that participants have made fully informed, voluntary written consent, with all trial procedures and potential risks and benefits adequately explained and that the principles and essential elements of Informed Consent are upheld and included in the information document (refer to Manual 2 Procedure 02 – Informed Consent and PICF).
Note:  Although a participant is not obliged to give their reason(s) for withdrawing prematurely from a trial, the investigator must make a reasonable effort to ascertain the reason(s), while fully respecting the participant’s rights.
· Must be completely aware of the appropriate use of the investigational product(s), as described in the protocol, in the current Investigator's Brochure, in the product information and in other information sources provided by the sponsor.
· Must ensure that all delegated persons with the trial are trained on the protocol, the investigational product(s), and their trial-related duties and functions – refer Manual 3 Procedure 03 - Professional Development Requirements (GCP etc.); and Manual 1 Procedure 12 – Delegation and Signature Log.
· Must review, sign and submit written summaries (Annual Progress Report) of the trial status to the HREC and REGO annually, or more frequently, if requested – refer Manual 2 Procedure 17 – Annual Progress Report.
· Must review, sign and submit written reports to the sponsor, the HREC and, where applicable, the institution REGO promptly on any changes significantly affecting the conduct of the trial, and/or altering the risk/benefit ratio to participants.
· Must comply with the applicable regulatory requirement(s) related to the reporting of unexpected serious adverse drug reactions to the regulatory authority(ies) and the HREC and REGO.
· Must promptly review, sign and submit information to the trial participants and institution REGO if the trial is prematurely terminated or suspended for any reason.  For trial participants, assure appropriate trial therapy and follow-up, and where required by the applicable regulatory requirement(s), inform the regulatory authority(ies).
Note: if the investigator terminates or suspends a trial without prior agreement of the sponsor, they must inform the institution REGO, and the investigator/institution must promptly inform the sponsor and the HREC with a detailed written explanation of the reasons for termination or suspension.
· Must review, sign and submit information to the HREC and the institution REGO on completion of the trial and provide a summary of the trial’s outcome. 
· Must make themselves adequately available during sponsor monitoring visits.
Note – prior to signing up to a new trial, PIs must complete and sign an “Investigator Responsibilities when conducting Trials/Studies” template (refer Digital Library for copy).

Back to Table of Contents 


	[bookmark: _Toc60929675][bookmark: _Toc82770617]Procedure 3 – Feasibility and Trial Start-up



All clinical trials conducted at Canberra Health Services (CHS) must undergo a set process for trial start-up, beginning with an initial trial feasibility assessment and following through to Human Research Ethics Committee (HREC) and/or Site Governance approval.

The purpose of this SOP is to describe the procedures of trial start-up undertaken at Canberra Health Services and to ensure: 
 	All relevant departments (internal and external) are consulted and can support the trial. 
 	The proposed trial is a strategic fit and aligned with Canberra Health Services values.
 	Research trials have the best possible outcome in terms of recruitment, participant safety, budget, time frames.
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The Principal Investigator (PI) retains overall responsibility for the start-up process at the trial site. However, this responsibility may be delegated to other members of the clinical trial team.  The start-up of trial sites will be performed in conjunction with the trial sponsor and/or their delegated representative e.g. Clinical Research Organisation (CRO).
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Good Clinical Practice (GCP) certificates, required accreditations, and registrations must be completed and current prior to clinical trial start-up.
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Feasibility assessment can only proceed with a nominated PI who will take on responsibility for completing the feasibility assessment and following necessary authorisations conducting the trial at CHS. 

PI responsibilities include:
· Be responsible for all communication with the sponsor unless otherwise delegated.
· Review the clinical trial, protocol, and discuss the trial with the relevant Divisional Director and/or Director of Clinical Trials (DCT) (and other CHS stakeholders as required) to establish clinical safety and alignment with clinical practice.
· Identify all resources required to conduct the protocol at this site including staff, support from other departments (e.g. Pharmacy, Pathology, Imaging, Medical Records) and financial implications.
· Complete the feasibility assessment in collaboration with the relevant trial staff.
· Submit the completed and signed feasibility assessment along with other required documents (refer to Manual 1 Procedure 07 and Manual 1 Procedure 08) to the Research Ethics and Governance Office for required review and authorisation process. An authorised copy must be provided to the sponsor.
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Once a trial has passed the required review and authorisation processes, a site selection visit may be arranged with the sponsor/CRO, PI, Study Coordinator, and other relevant stakeholders.

The purpose of this visit is to evaluate the site’s ability to conduct the trial in accordance with the protocol.  This process may be assisted through the use of the Potential New Trials - Site Selection Visit template. 

This visit may include a facility tour to confirm required equipment, space and services are appropriate and able to meet the protocol. This may include reviewing storage arrangements for trial supplies and materials (including biological samples) and security arrangements including physical containment and information technology.

The sponsor/CRO representative should provide copies of relevant trial documentation to visit attendees prior to the selection visit. 

The PI will confirm the ability to recruit the proposed number of participants within the protocol specified timeframe.

On request, the PI or delegate will provide the sponsor/CRO representative with appropriate documentation to support site qualification and selection e.g. staff Curriculum Vitae’s (CVs), equipment calibration certificates, confidentiality and non-disclosure agreements (CDA).
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The study is submitted to the Clinical Trials Finance Team and Clinical Trials Management Group for a feasibility assessment. 

Refer to Manual 1 Procedure 07 – Clinical Trials Governance Submission (Stage 1) for detailed guidance
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The study is submitted to the Research Ethics and Governance Office. 

Refer to Manual 1 Procedure 08 – Clinical Trials Ethics Submissions (Stage 2) for detailed guidance
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It is the PIs responsibility to ensure that there is a trial start-up meeting. The trial start-up meeting should include staff involved in carrying out the trial protocol.

· The meeting must include a review of the trial protocol and all relevant documentation and trial specific SOPs, with particular attention paid to GCP compliance. All relevant training logs must be completed and signed by all personnel before the trial commences. 
· The PI must document on the trial delegation log the members of the trial team and the trial-related duties that they may carry out. 
· Before signing the trial delegation log, each member of the trial team must provide a signed and dated CV demonstrating their qualifications to perform their delegated duties.
· The PI and all other members of the trials team must hold evidence of a TransCelerate approved GCP training completed within the last 2 years (see Manual 3 Procedure 03). 
· The PI is responsible for ensuring that all of the practical elements required for the trial are in place prior to commencing participant recruitment.
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A Site Assessment Visit (SAV) is organised by the sponsor. The purpose of the SAV is:
· to review the protocol and discuss its implementation;
· to meet with the site investigator and trial team to review their qualifications for the trial;
· to discuss the availability of patients for trial enrolment and the presence of any similar/competing trials;
· to assess the facilities and capabilities of the Canberra Health Services (CHS) site for implementing the trial; and
· to evaluate the possibility of the Canberra Health Services site participating in the trial.

Importantly, it provides the opportunity for CHS staff to assess the sponsor and/or their representatives and raise any concerns arising from pre-trial engagement or foreseeable potential concerns in the future.

Back to Table of Contents
	[bookmark: _Toc29988854][bookmark: _Toc60929684][bookmark: _Toc82770626]Ownership and Responsibility 



The sponsor and their representative are responsible for assuring that clinical trials are placed safely.

The principal investigator (PI) retains overall responsibility for the SAV on site, however, this responsibility may be delegated to other members of the trial team.
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According to Good Clinical Practice (GCP) it is unethical to commence a trial with:
· inadequate resources to conduct the trial to completion;
· insufficient participants to meet the trial objectives; and
· insufficient experience of the trial staff to conduct the trial.
Trial sites must have documented evidence of adequate training and qualification of staff, identification of resources and review of subject availability.
Site Assessment Visits (where applicable) have many acronyms that carry the same meaning [e.g., PSSV (pre site selection visit), SSV (site selection visit), SEV (site evaluation visit, SQV (site qualification visit), SIV (site inspection visit)].
For the site, it is important to be professional during a SAV but also give the sponsor or representative a sense of comfort and assurance that the site is suitable for participation in the protocol.
It is imperative for the site to be fully prepared and transparent during the visit so that the site’s capabilities are not over or under emphasized.
[bookmark: _Hlk29986347]Note that a Site Selection Confirmation Letter is not necessarily a Site Activation Notification letter.
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1.1	PROCESS OVERVIEW 

A. Prior to and preparing for the SAV. 
B. Conducting the SAV.
C. Following-up after the SAV.

1.2	PROCEDURE A - Prior to and preparing for the SAV

	PI and Trial Team
	[bookmark: _Hlk29981319]Ensure Confidentiality Disclosure Agreement (CDA) has been signed by PI and forwarded back to sponsor.

[bookmark: _Hlk29981535]Ensure that the site has received the protocol, draft budget, informed consent, case report form (CRF) and other trial documents, if available.

[bookmark: _Hlk29981667]Ensure current Curricula Vitae (CV) and resumes have been provided to the sponsor.

[bookmark: _Hlk29982374]Ensure that all current GCP and Australian Health Practitioner Regulation Agency (AHPRA) certificates/registrations are available.

Schedule the SAV with the sponsor or their representative, discussing any areas of special interest that require advance scheduling, such as:
· availability of PI and required trial team members; 
· visiting the treatment site (clinic or hospital), pharmacy, central laboratory, medical records department;
· viewing any specialized equipment needed to implement the trial;
· meeting briefly with ancillary personnel involved in any specialized data collection; and
· visiting any ancillary facilities.

Review the SAV agenda (prepared by sponsor or representative) to ensure all agreed matters are correctly.




1.3	PROCEDURE B – Conducting the SAV

	PI and Trial Team
	Meet with the sponsor or representative to review protocol synopsis and any other available trial document(s). 

Ensure that the Site Assessment Visit Form is completed in full (refer to Digital Library for template).

Allocate one trial team member to accompany sponsor or representative around trial facilities where the trial will be conducted.


	Sponsor/Representative
	The sponsor or representative will generate a report by updating the feasibility assessment and making note of observations to take back to the sponsor for final review. The questions asked by the sponsor/representative to the site at the SAV will be almost identical to the feasibility survey questions.

[bookmark: _Hlk29986729]A Site Selection Confirmation Letter must be sent by the sponsor to the PI confirming the successful selection of the site and potentially outlining future instructions and critical dates. Note – this is not necessarily a Site Activation Notification letter.




1.4	PROCEDURE C – Following up after the SAV

	Study Start Up Specialist (CHS)
	Ensure that all documentation to date is on the trial shared drive.

[bookmark: _Hlk29983153]Ensure that Site Selection Confirmation Letter is received from sponsor in a timely manner.

Ensure that remaining CHS governance requirements are met.
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The purpose of this Procedure is to establish the requirements and procedures around seeking service quotes (quotations) for medical procedures embedded in trials. 

This Procedure will address internal and external service provider governance requirements.
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This Procedure applies to Principal Investigators (PI), Trial Coordinators, Clinical Trials Hub team, and any other member of the trial team.

It is the ultimate responsibility of the PI to ensure that required service quotations are appropriately requested and accepted prior to commencing trials.
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Any or all of the documents addressed in this Procedure may be subject to, and should be available for, audit by the sponsor’s auditor and inspection by the regulatory authority(ies).

The acquisition and disposal of all goods and/or services on behalf of ACT Health must comply with the principles of the: 
1. [bookmark: _Hlk31968320]Government Procurement Act 2001 (“the GPA 2001”); 
2. Government Procurement Regulation 2007; 
3. Government Procurement Amendment Regulations 2009 (No 1); 
4. Director - General’s financial instructions;  
5. ACT Health Procurement Standard Operating Procedures; and  
6. Any other relevant policies and procedures.  

All quotes or agreements must be in writing.

[bookmark: _Hlk30159171]Back to Table of Contents 
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1.1	The principle of probity and ethical behaviour governs the conduct of all procurement (goods and services) activities. All trial staff who have the authority to procure goods and services and all staff and affiliates involved in a procurement activity must comply with the following standards of integrity, probity, professional conduct, and ethical behaviour:

1.1.1 Deal fairly, impartially and consistently with all suppliers and avoid engaging in behaviour and/or activity that could be perceived by a third party as unjust, biased or inequitable, which may or may not result in an unfair advantage.

1.1.2 Keep confidential all sensitive information obtained during the procurement process.

1.1.3 Declare any potential conflict of interest prior to the commencement of a procurement activity, or as soon as possible should a conflict of interest arise during a procurement activity. 

1.1.4 Abstain from any procurement activity where it has been deemed that an actual, perceived or potential conflict of interest exists.

1.1.5 Ensure that the entire procurement process is documented in such a way as to demonstrate that decisions were made in accordance with these procurement principles.
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2.1	Internal quotes relate to those service quotes obtained from other service provision departments within ACT Health e.g. pharmacy, pathology, imaging.

2.1.1	Each service provider has developed their own specific Quote Request Form template (refer Digital Library).

2.1.2	The Clinical Trials Hub Start Up Specialist or Clinical Trial Coordinator should ensure that a Quote Request Form is completed and forwarded to the internal service provider as soon as initial approval is received from Clinical Trials Management Group (CTMG) to progress trial budgets and negotiations.

2.1.2.1	The Start Up Specialist or Clinical Trial Coordinator must also ensure that service providers are in possession of the trial protocol and related lab manuals.
2.1.2.2	The Start Up Specialist or Clinical Trial Coordinator must consult with PI’s and/or Trial Coordinators as appropriate throughout this process.

2.1.3	Service providers must make every attempt to return a formal quote within one (1) week of the quote request being received by the department.

2.1.4	Once a formal quote has been received by the Start Up Specialist or Clinical Trial Coordinator, it is their responsibility to check the quote for correctness before obtaining approval from the PI.

2.1.5	The original signed quote acceptance should be returned to the service provider within 24 hours of receipt.

2.1.6	A copy of the accepted and signed quote must be retained within the site folders and on the trial specific shared drive.

2.2	External quotes relate to those service quotes obtained from service providers external to Canberra Health Services (CHS).  Examples of such providers include Capital Pathology, Universal Medical Imaging (UMI), Slade Pharmacy.  Such quotes may be on an ad hoc basis or may be wrapped up in an overarching contract agreement (MOA) or service agreement (SA).

2.3	Ad hoc external quotes are those that arise from a specific problem or situation, going against the normal practice.  For example, medical imaging may generally be undertaken by C HS, however, a sponsor requests an additional image within a certain timeframe.  CHS may not be in a position to undertake this request within the required timeframe so the trial team is required to seek this service from an external service provider. Other ad hoc reasons for seeking single quotes may include delays in a formal umbrella agreement.

2.4	Under such circumstances, it is the responsibility of the PI or delegate to contact the appropriate service provider to discuss the trial requirements and seek a written quote.

2.5	If the quote is considered acceptable by the PI and/or the trial sponsor, the trial team may proceed with the external service provision.

[bookmark: _Hlk31966529]2.6	All correspondence and the external service quote must be filed and retained as per section 2.1.6 above.

2.7	External contract agreements (MOA) or service agreements (SA) relate to umbrella agreements between CHS and the service provider.

2.8	Under the agreed Hub and Spoke model for CHS trials, it is the responsibility of the central Hub to establish such agreements on behalf of the Spokes.

2.9	Template agreements can be found in the Digital Library.

2.10	Agreements must represent the entire trial environment at CHS and must follow the standard Governance process.  This process includes the Research Governance Office (RGO) and signed endorsement by the CHS Chief Executive Officer (CEO).

2.11	All correspondence and the signed agreement must be filed and retained as per section 2.1.6 above.
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The purpose of this Procedure is to describe how the trial budget will be developed and managed by the Clinical Trial’s Hub (CTH), Finance Team, in conjunction with the Principal Investigator (PI) and trial co-ordinator.

This Procedure will outline the process for developing budgets for industry, collaborative, and registry/biobank trials.
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The PI is responsible for the entire Clinical Trial Research Agreement (CTRA), including Schedule 2 which outlines the agreed trial budget.  

Throughout the budget negotiation stage and the completion of the draft CTRA, the PI must delegate these processes to the CTH, Finance Team or relevant Clinical Trial Coordinator.
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Trial budgets are developed on an activity basis i.e. activity-based costing.

The responsibility for budget development and negotiations rests with the CTH, Finance Team.

Sponsors will provide proposed fees/budgets in the first instance.  This is not to be confused with a CTH budget but rather, only initial offers.  Canberra Health Services (CHS) does not accept sponsor budgets until a CHS budget has been developed and compared with the sponsor proposal.

All financial information is held within Schedule 2 of the CTRA.

Trial budgets are only finalised following the full execution of the CTRA.

Note – under certain circumstances, such as collaborative or investigator-led studies, there may be no option available to negotiate a budget. However, a budget template must still be developed.
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[bookmark: _Hlk40866665][bookmark: _Hlk40866513][bookmark: _Hlk40866597]Note – under certain circumstances, such as collaborative or investigator-led studies, there may be no option available to negotiate a budget. However, a budget template must still be developed.

Trial Protocol
As part of the trial protocol, sponsors will include a visit/procedure schema.  These schemas (maps) set out the various activities or services required across the trial lifespan for a participant.  These activities or services must be mapped to a clinician i.e. physician and/or co-ordinator in order to cost out the per patient budget.

Activities or services must be categorised as either:
· Standard of Care (excluded from sponsor budgets); or
· Trial specific (included in sponsor budgets).

Refer to budget template in the Digital Library.

Standard Fees
In addition to per participant fees, CHS has a set of standards, non-negotiable fees for inclusion in all pharmaceutical and industry-based trials.  These fees are included within Schedule 2 as separate items to per participant fees.

Collaborative/co-operative trials do not include these fees.

Refer to Clinical Trials Standard Fees in the Digital Library.

Human Research Ethics Committee (HREC) Fees

HREC is a separate entity to CHS.  HREC attracts its own running costs and as such applies its own fees.  These fees are non-negotiable and must be included within Schedule 2 by way of reference to the following:

“All fees associated with HREC/RGO are indicated on the website: https://health.act.gov.au/act-health-system/research-data-and-publications/research/research-ethics-and-governance.”

As these fees may alter during the course of a trial, HREC requires the above sentence included in Schedule 2 rather than quoted dollar figures.  These are separate fees to participant fees.

Various Service Quotes

Depending upon the type of trial, there may be any number of additional services required.  Such services include pharmacy, pathology, imaging.  These services may be provided internally (CHS) or externally (e.g. Slade Pharmacy).

It is incumbent upon the PI or co-ordinator to request quotes from service providers – in writing.  These quotes/fees are generally non-negotiable.

Quotes for these services are included as separate items within Schedule 2.

Other Costs

It is not uncommon for trials to contain other costs.  These costs may include participant travel, participant meals, cab charges etc.

These types of costs must be negotiated with the sponsor on a ‘pass through’ basis.  ‘Pass through’ means that the sponsor will pay these participant-related costs on receipt of invoice i.e. actual costs.  Generally, these types of costs are not set out in Schedule 2 as dollar figures but rather as a statement of intent.

Overhead Charges

Overhead charges are applied to pharmaceutical and industry-based trials. An ambit overhead rate of 40% is applied to all visit payments.  This rate is often negotiated down by sponsors, however, CHS will never agree to a rate below 20%.


Exceptions

Depending upon the category of trial, some of the above rules will not apply.  Refer to Section 3 – Business Rules for Budgets, for further guidance.
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All trial budgets must be developed using the approved CTH budget template. Refer to the Digital Library for a copy of a general template.

The template has been developed as a generic tool.  Depending upon the trial type and length, the generic template will require various adjustments to reflect the specific trial.  These template adjustments will be based on the trial specific protocol.

Once the template correctly reflects the protocol schema, activities need to be assigned to the PI and/or co-ordinator.  PI activities will always appear at the top of the budget template; co-ordinator activities follow on below.

The costing of participant visits follows the general calculation:
(Activity type) x (Staff hourly salary rate) x (time spent on activity).

Staff hourly salary rates are based on the following:
· Clinical specialists – Australian Medical Association (AMA) rates;
· Other doctors (e.g. Registrars) – CHS salary rates;
· Coordinators – CHS salary rates; 
· Health Professionals – CHS salary rates;
· Research Officers – CHS salary rates; and
· Nurse Coordinators – CHS salary rates.

These figures are applied to the budget template which then calculates the various visit costs. 

It is the CHS visit costs which are used to negotiate the sponsor budget/offer.  

Note – as a general rule, CHS costs are higher than the initial sponsor offer.
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The following table shows what types of costs are attributed to the bottom line of a CHS budget, depending upon the type of trial.

	
	Pharmaceutical & Industry
	Collaborative, Registries, Biobanks & Investigator Led

	PI Salary
	Y
	X

	Coordinator Salary
	Y
	Y

	Standard of Care activities
	X
	X

	Standard Fees
	Y
	X

	HREC Fees
	Y
	Y

	Quoted Services
	Y
	Y

	Other costs
	Y
	Y

	Overhead charges
	Y
	X




All pharmaceutical and/or industry-based trials must operate at a minimum breakeven level i.e. not at a loss.

Collaborative/co-operative/registry/biobank/Investigator Led trials generally run at a loss to CHS.
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Note – under certain circumstances, such as collaborative or investigator-led studies, there may be no option available to negotiate a budget. However, a budget template must still be developed.

It is the responsibility of the CTH, Finance Team, to negotiate budgets with sponsors.  At no time should negotiations financially disadvantage CHS.

Final budgets must be approved by the PI in the first instance.

Back to Table of Contents 
[bookmark: _Toc40941920][bookmark: _Toc60929699]

	[bookmark: _Toc82770641]Section 5 – CHS Budget Approvals



Trial budgets form an integral part of the CTRA.

Clinical trial budgets and financial negotiations with sponsors are conducted by the central Hub finance team. This process will be conducted collaboratively with the PI and study coordinator. Following the PI’s approval of the negotiated budget, a Financial Summary is completed by the Finance Team and signed off by the PI and the Finance Manager.

The draft CTRA (which includes the Schedule 2 finances) together with the signed Financial Summary must be submitted to the REGO as part of the site governance submission.

Where the finance summary shows all costs are covered, either by the sponsor or with supplemental finance from the trial unit or other source, the REGO team will forward to CHS CEO or delegate for final endorsement. 

Where the finance summary shows all costs are not covered, the REGO team will work with the PI and the CTMG to resolve the matter. 

Where the matter cannot be resolved to the satisfaction of the CTMG, the study will be escalated in accordance with the CTMG terms of reference. 
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At any point throughout the trial, budgets may be re-negotiated and amended.  There are a number of common drivers for these amendments, such as:
· Extension or reduction in number of trial visits;
· Changes to required procedures; and
· Changes to service provider fees. 

Changes to budgets, for whatever reason, must be executed through a CTRA Amendment.
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There are two key bodies which review and approve potential or ongoing trials conducted at Canberra Health Services (CHS). These approving bodies are the Clinical Trials Management Group (CTMG) and the Human Research Ethics Committee (HREC).

The distinguishing roles of these two bodies are:
· CTMG – focus is on governance around trials and is the first reviewing body for a proposed new trial. CTMG provides ‘In Principle Approval’ to progress trial negotiations; and
· HREC – focus is on the human ethics aspects of trials (refer to Manual 1 Procedure 06 – Clinical Trials Ethics Submissions (Stage 2)).

The purpose of this Procedure is to outline the roles and responsibilities of CTMG only, and provide guidance on the requirements for review of a proposed trial.
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This Procedure applies to Principal Investigators (PI), Trial Coordinators and members of the CTMG.

Ultimately, it is the PIs responsibility to ensure that all proposed trials have been reviewed and initially approved by the CTMG prior to commencing negotiations with a trial sponsor. 

It is the responsibility of the members of the CTMG to ensure that they are satisfied with the documents and information provided by the proposing PI prior to approving the progression of the trial negotiations.
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All proposed new trials must be reviewed and approved for progression by the CTMG. This approval must be written.

All trials must be conducted in line with and adhere to Good Clinical Practice principles.
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The CTMG is responsible for the initial review of conceptual documents provided as per the Stage 1: Feasibility Assessment (see Section 2). 

The CTMG is comprised of clinicians working in trials and a representative trial coordinator. 

A submission to the CTMG is required for all proposed new trials which have not yet commenced at CHS. 

The purpose of the CTMG is to review and authorise trials which involve CHS resources.  

Approval from the CTMG indicates that a trial may be successful in terms of meeting recruitment numbers, cohort requirements and the trial unit has resources to support the study (staff, funding, clinic rooms etc.).

The Secretariat role (Governance Manager) for CTMG sits within the Research Ethics and Governance Office (REGO). The Governance Manager performs site governance review which aims to ensure that CHS meets all its legal and regulatory requirements.
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All trials must be submitted to the CTMG for review and to obtain ‘In Principal Approval’.

The following items are to be submitted for initial feasibility review by CTMG for all proposed new trials:
1. Feasibility Assessment (Clinical Trial) or Feasibility Assessment (Registry), signed by the principal investigator (PI) and trial coordinator;
2. Site Governance Clearance Sheet (Clinical Trial) or Governance Clearance Sheet (Registry), signed by the PI and clinical director;
3. Medicines Australia Indemnity Form;
4. Trial protocol or protocol synopsis PLUS a plain English (language) description; and 
5. Most recent SPA Report.

Templates for the above-mentioned documents are available from the Digital Library.  SPA reports must be requested through the Clinical Trials Hub, Finance Team.

Submissions should be emailed to research.governance@act.gov.au.
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On receipt of the submission/s, the Secretariat will assess all documents to ensure that all the required information is correctly presented and signed off by the nominated delegates.  If correct, the submission/s will be put on the CTMG Agenda for the next meeting. CTMG is scheduled to meet on a fortnightly basis.

At its meeting, the CTMG will review the submission/s based on governance and viability requirements and will either reject or accept the new trial proposal.  
[bookmark: _Hlk29456652]3.1	Rejection of proposal – will occur if the CTMG has concerns around the submitted documentation, governance and/or the viability of the proposed new trial.  The PI will be advised, in writing, by the Secretariat of this outcome and any required further actions within 7 days of the CTMG meeting.
[bookmark: _Hlk29456819]3.2	Acceptance of proposal – CTMG will accept proposed new trials if they are satisfied that all governance and viability requirements are met and that there is value in moving forward to the next phase of negotiation between CHS and the sponsor. The PI will be advised, in writing, by the Secretariat of this outcome and required further actions within 7 days of the CTMG meeting.  This written advice will be in the form of an ‘In Principal Approval’ letter.

Note – PI’s, and/or their delegates, must not commence negotiations with sponsors prior to receipt of an ‘In Principal Approval’ letter from CTMG Secretariat.
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The following is necessary to meet the requirements of the Territory’s insurance agent and its re-insurers:
· The insurance certificate must specifically name the Australian Corporate entity acting as commercial sponsor as a named insured under the relevant insurance policy
· If the certificate is provided in the name of an overseas parent company, it must name the Australian entity as a subsidiary
· The insurance certificate must include a valid coverage period for the policy
· The insurer providing the cover must be approved by the Australian Prudential Regulation Authority and must have a minimum financial strength rating of A- or above
· The insurance certificate must provide coverage of AUD$20 million for each and every occurrence and AUD$20 million in the annual aggregate against a class of insurance appropriate for the risk associated with the research.
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Once ‘In Principle Approval’ has been given by CTMG, PI’s and their delegates, are authorised to progress discussions and negotiations with sponsors.

Refer to Manual 1 Procedure 06 – Clinical Trials Ethics Submissions (Stage 2) for detailed guidance.
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ALL New Trials


Stage 1 – CTMG
· Feasibility Assessment From
· Site Governance Clearance Sheet
· Trial protocol or protocol synopsis PLUS a plain English (language) version
· Medicines Australia Indemnity Form
· Most recent SPA Report







Email – research.governance@act.gov.au



Receipt of approval letter from CTMG


Is it NMA category?




NO (Local Ethics review)
Ethics number has ‘ETH’ included
YES
Ethics number has ‘STE’ included



Stage 2 – Ethics & Governance
· Full document submission
· Does not go to HREC
· Desk review by manager, REGO
· Final approval & sign off by CEO
Stage 2 – Ethics & Governance
· Full document submission
· Takes 28 days from submission to reach HREC meeting
· Final approval & sign off by CEO






Email – research.governance@act.gov.au

Email – ethics@act.gov.au
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7.1	For HREC approvals, there are a number of legal requirements that must be met.

7.2	Clinical Trial Research Agreement (CTRA):
· All clinical trials require a legal agreement or contract; ACT Health and Canberra Health Services recommend use of the Medicines Australia standard contract. Contracts include details on:
· Intellectual property ownership/distribution
· Budget and finance information
· Recruitment window and recruitment numbers
· Roles and responsibilities of each party.
· Amendments to the standard contract are known as ‘special conditions’ and are proposed at schedule 7 of a commercial contract or schedule 4 of a collaborative contract. Special conditions are to be reviewed and agreed by both parties.
· Contact information on all CTRA’s must include:

	Name of Institution:
	AUSTRALIAN CAPITAL TERRITORY, the body politic established by section 7 of the Australian Capital territory (Self-Government) Act 1988 represented by Canberra Health Services, Canberra Hospital, Yamba Drive GARRAN ACT 2605 Australia

	Address:
	Yamba Drive, GARRAN ACT 2605, Australia

	ABN:
	82 049 056 234

	Contact for Notices:
	PI name, trial unit

	Fax for Notices:
	Can be replaced with email contact 

	Phone Number:
	Unit phone number 



7.3	Forms of Indemnity:
· Commercial trial sponsors must provide the trial site with a form of indemnity. ACT Health and Canberra Health Services use the Medicines Australia standard forms as follows:
· Where the trial is conducted at or by ACT Health or Canberra Health Services sites, a Standard Form of Indemnity is required
· Where the trial is not conducted at or by ACT Health or Canberra Health Services sites, but is submitted for review by ACT Health Human Research Ethics Committee, an HREC Only form of Indemnity.

Clinical trial agreements and forms of indemnity are to be submitted to the Research Ethics and Governance Office for review and processing. 

7.4	Other agreements:
· Other agreements may be required to ensure all parties and activities associated with the research are appropriately covered and governed. These may include:
· Data transfer agreement (DTA) to ensure data transfer is approved by the relevant data custodian and is transferred and received by appropriate methods
· Material transfer agreement (MTA) to ensure biological materials are transferred and received by appropriate methods. 

7.5	Privacy:
· Identifiable personal health information may only be collected and used in research where:
· There is active participant consent
· There is a waiver of the usual requirements for consent granted by an appropriately constituted human research ethics committee (HREC).
· The principal investigator is responsible for determining which method of consent is most appropriate and for ensuring that the chosen method, and associated documents, have been reviewed and approved by an appropriate HREC.

Waiver of consent requests are to be submitted for review by the ACT Health HREC. 

7.6	Therapeutic Goods Administration (TGA):
· Trials of unapproved therapeutic goods are required to notify the TGA. This is via lodgement of a Clinical Trial Notification (CTN) or Clinical Trial Exemption (CTX). Use of either the CTN or CTX is, in the first instance, a decision of the sponsor. Lodgement of notification forms is done by the sponsor and includes specific information for each study site. For Canberra Health Services the following information is to be entered:

	Approving Authority Details, e.g. name of the body, organisation or institution that is responsible for approving the conduct of the trial at your site


	Name of Approving Authority
	Canberra Health Services

	Approving Authority Contact Officer
	(name of CHS CEO)

	Position
	Chief Executive Officer

	Contact Phone Number
	02 5124 7968

	Contact Email
	ethics@act.gov.au



7.7	Clinical trial, registry and biobank research conducted at or by ACT Health and Canberra Health Services must comply with:
· The National Statement on Ethical Conduct in Human Research 
· The Australian Code for the Responsible Conduct of Research 
· Guidance for Good Clinical Practice (ICH-GCP)
· All persons involved in the conduct of a trial, registry or biobank must provide evidence of GCP training to the Research Ethics and Governance Office. 
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There are two key bodies which review and approve potential or ongoing trials conducted at Canberra Health Services (CHS). These approving bodies are the Clinical Trials Management Group (CTMG) and the Human Research Ethics Committee (HREC).

The distinguishing roles of these two bodies are:
· CTMG – focus is on governance around trials and is the first reviewing body for a proposed new trial. CTMG provides ‘In Principal Approval’ to progress trial negotiations (refer to Manual 1 Procedure 07 – Clinical Trials Governance Submissions (Stage 1); and
· HREC – focus is on the human ethics aspects of trials.

The purpose of this SOP is to outline the roles and responsibilities of HREC only and provide guidance on the requirements for review of a proposed trial.
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This Procedure applies to Principal Investigators (PI), Trial Coordinators and members of the HREC.

Ultimately, it is the PIs responsibility to ensure that all proposed trials have been reviewed and approved by the HREC prior to conducting a trial.

The primary role and responsibility of the HREC is to protect the welfare and rights of participants in research and review research proposals involving human participants to ensure that they are ethically acceptable and in accordance with relevant standards and guidelines.

All trials must meet a standard that adheres to the principles of the International Conference on Harmonisation (ICH) Good Clinical Practice (GCP). It is the purpose of the ACT Health Research Ethics and Governance Office (REGO) and HREC to review trial related documentation to ensure the trial operates within these principles. 



Note - where unapproved drugs (investigational products) are being used in a trial, approval to use such products must come from the Therapeutic Goods Administration (TGA) or the Food and Drug Administration (FDA).
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All new trials must be approved by the ACT Health REGO or HREC and must not commence without written approval to do so. 

All trials must be conducted and adhered to in line with ICH GCP principles.

All trials must complete and submit an annual Project Progress Report (PPR).

Any amendments, deviations or violations to the trial or trial documents must be reported to HREC and may also be reportable through RiskMan (refer Manual 2 Procedure 15 – Incident Reporting (RiskMan)).
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The Research Ethics and Governance Office (REGO) is responsible for the coordination and management of concurrent ethical and site governance review processes for ACT Health and CHS. 

All Ethics and Governance submissions for review must be directed to the REGO in the first instance. 

As per Manual 1 Procedure 07 – Clinical Trials Governance Submissions (Stage 1), after obtaining ‘In Principal Approval’ from CTMG, a submission can be made to the ACT Health REGO or HREC. 

Ethical and scientific review is provided by the ACT Health Human Research Ethics Committee (HREC). The HREC is constituted and operates in accordance with the National Statement on Ethical Conduct in Human Research (National Statement; NS). 
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On receipt of ‘In Principal Approval’ from CTMG, the trial team is authorised to proceed with the following requirements:

· development of a detailed CHS budget;
· commence contract negotiations; and 
· prepare site specific trial documentation. 

Once a final draft contract is agreed upon by the parties (sponsor/collaborative group and Canberra Health Services) and trial specific documents are finalised, all trial-related documentation must be submitted electronically for Governance and HREC evaluation and review.

Documents to be submitted include:
1. Cover Letter, providing the name of the trial and listing all submitted documents, reviewed and signed by the PI 
2. Human Research Application Form (HREA) (if applicable)
3. Protocol or Research Plan
4. Participant Information Sheet and Consent Form (CF)
5. Current CV for each investigator
6. Evidence of current Good Clinical Practice (GCP) training for all trial staff
7. An ACT Health Site Governance Checklist 
8. Clinical Trial Agreement or other applicable agreements, signed by the PI
9.  Medicines Australia Standard Form of Indemnity (if applicable), signed by trial sponsor 
10. Current Insurance Certificate (if applicable)
SUPPLEMENTARY DOCUMENTS
11. Waiver of Consent - consult the National Statement Chapter 2.3 for more information
12. Radiation Safety Report - required for research studies involving exposure of persons to ionising radiation.
NOTE – The Medicines Australia Standard Form of Indemnity must include the following title and details for CHS without amendment:
	[bookmark: _Hlk26778134]Name of Institution:
	AUSTRALIAN CAPITAL TERRITORY, the body politic established by section 7 of the Australian Capital territory (Self-Government) Act 1988 represented by Canberra Health Services, Canberra Hospital, Yamba Drive GARRAN ACT 2605 Australia

	Address:
	Yamba Drive, GARRAN ACT 2605, Australia

	ABN:
	82 049 056 234


Templates for the above-mentioned documents are available from the ACT Health REGO - https://www.health.act.gov.au/research. 
Depending upon whether or not the trial falls under the National Mutual Scheme (NMA), documentation will either be submitted via research.governance@act.gov.au (for NMA) or ethics@act.gov.au (for non-NMA).

The following Ethics and Governance Flow Chart (Section 3 below) provides guidance for document flow.
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ALL New Trials


Stage 1 – CTMG
· Feasibility Assessment From
· Site Governance Clearance Sheet
· Trial protocol or protocol synopsis PLUS a plain English (language) version
· Most recent SPA Report






Email – research.governance@act.gov.au



Receipt of approval letter from CTMG


Is it NMA category?




YES
Ethics number has ‘STE’ included
NO (Local Ethics review)
Ethics number has ‘ETH’ included



Stage 2 – Ethics & Governance
· Full document submission
· Does not go to HREC
· Desk review by manager, REGO
· Final approval & sign off by CEO

Stage 2 – Ethics & Governance
· Full document submission
· Takes 28 days from submission to reach HREC meeting
· Final approval & sign off by CEO






Email – ethics@act.gov.au
Email – research.governance@act.gov.au
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National Mutual Acceptance (NMA) is a national system for mutual acceptance of scientific and ethical review for multi-centre clinical trials conducted in publicly funded health services.

The scope of NMA includes any form of human research as defined in the National Statement on Ethical Conduct in Human Research (National Health and Medical Research Council, 2007) for which an application must be made to a Human Research Ethics Committee for the purpose of being conducted at a public health organisation.

3.1	Aims and Intent

As part of broader ethics and governance reform, NMA reduces duplication in the conduct of scientific and ethical review of multi-jurisdictional research. Apart from some exemptions that apply within each jurisdiction, each proposal for a multi-centre human research trial conducted in public health organisations within the participating jurisdictions, will be ethically and scientifically reviewed once.

National Mutual Acceptances aims to:
· enable public health organisations of participating jurisdictions to accept a single ethical and scientific review of human research projects; and
· inform the ongoing development of the national system of single ethical and scientific review of multi-centre research.

Under the NMA agreement a multi-centre human research project is reviewed for ethical and scientific merit once only. There will be exceptions to some areas of research that will apply in each jurisdiction and these are listed below.

3.2	Participating Jurisdictions

As at January 2020, the following States and Territories participate in NMA:
· New South Wales;
· Queensland;
· South Australia;
· Victoria;
· Australian Capital Territory; and 
· Western Australia.

The scheme is structured to admit further Australian jurisdictions as and when they have developed their frameworks and are ready to participate. Investigators, trial coordinators, sponsors, and Contract Research Organisations (CROs) should check with the relevant jurisdictions’ websites to confirm the status of participation in NMA.

3.3	Reviewing Human Research Ethics Committee

The single ethical and scientific review of a multi-centre human research project is conducted by a National Health and Medical Research Council (NHMRC) certified HREC of a participating jurisdiction and certified in a relevant area of research. 

A list of current certified Committees, including the certification categories of each, is maintained by the NHMRC. The HREC, RGO and Organisations guidance document contains contact details for NMA and can be found on jurisdictional websites.

3.4	Selecting a Reviewing Human Research Ethics Committee

For applicants to select a reviewing HREC:
· in Queensland, through the ethics review manager (ERM).
· in Victoria, through the Central Allocation System (Phone: (03) 9096 7395).
· in Australian Capital Territory, New South Wales and the Northern Territory, the choice of HREC is at the discretion of the applicant.
· in South Australia and Western Australia, applications should go to the certified HREC associated with the site at which the applicant is conducting the research and if this is not applicable, the selection of a suitable certified HREC is at the discretion of the applicant.
· through the Tasmanian HREC once certified; prior to that at the discretion of the applicant.

3.5	Exemptions from National Mutual Acceptance

The following types of trials will continue to be excluded from NMA because of jurisdiction-specific requirements:
· trials involving persons in custody or staff of the jurisdictional Justice Health departments
· trials specifically affecting the health and wellbeing of Aboriginal and Torres Strait Islander people and communities
· trials involving access to coronial material
· First Time in Human, Phase 0 and Phase 1 clinical trials (in SA only).

Other jurisdiction-specific exemptions apply. Refer https://www.medicalresearch.nsw.gov.au/national-mutual-acceptance/.

3.6	Research Conducted in the Australian Capital Territory (ACT)

· Phase 0 and Phase I (first time in human) trials will not be accepted under the single ethical review system for institutions under the ACT public health system; these trials will be reviewed by means accepted to the CTMG and ACT Health HREC.
· All human research projects involving persons in custody in the ACT and/or staff of ACT Justice Health require review by the ACT Health HREC.
· Research studies involving access to coronial material must be reviewed by the ACT Health HREC.
· Approval from the ACT Health HREC is required where the research project involves research in, or concerning:
· the experience of Aboriginal and Torres Strait Islander peoples of the ACT as an explicit focus of all or part of the research
· data collection explicitly directed at Aboriginal and Torres Strait Islander peoples of the ACT
· Aboriginal and Torres Strait Islander peoples of the ACT, as a group, are to be examined in the results
· the information has an impact on one or more Aboriginal and Torres Strait Islander communities of the ACT
· Aboriginal and Torres Strait Islander health funds, from the ACT, are a source of funding.
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The submission process under NMA or full ACT Health HREC review is the same. Refer Section 3 – Ethics and Governance Flow Chart. Full documentation must be provided to the REGO for both categories.  However, the NMA scheme aims to streamline HREC approval processes for multi-site trials which have already undergone a full ethical and scientific review of all trial documentation by the lead site HREC. The lead HREC will accept ethical responsibility for the conduct of the project at CHS and conducting a full ethical review of all trial documentation. 

ACT Health may be added as an additional site to an existing NMA approved multi-site study 
The PI or their delegate must ensure that the ACT Health site has been added as an approved site by the Lead HREC prior to your NMA Governance Application. 

Where ACT Health is the lead site, trials will be evaluated via the standard HREC and Governance reviews. As the lead HREC, ACT Health HREC will accept ethical responsibility for the conduct of the project at all trial sites. 
Note - as a Lead site the Coordinating Principal Investigator, or their delegates, will be responsible for the research conduct, administrative coordination and trial safety reporting requirements at all sites. 
Trials submitted under NMA must be sent via email to research.governance@act.gov.au.
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This Procedure describes the manner in which Clinical Trial Research Agreements (CTRAs) with external parties are to be developed, processed and accepted by the institution and/or principal investigator (PI) for the purpose of conducting a trial at Canberra Health Services (CHS). Other parties may include but are not limited to, industry or commercial sponsors, contract research organizations (CROs), or other collaborative or cooperative groups.

This Procedure describes and ensures that the roles, responsibilities and rights of each party involved in the conduct of a trial are clearly defined prior to the commencement of the trial.

This Procedure is in place to ensure that both (CHS) and the (PI), are legally protected in all areas applicable to their specific trial.
Back to Table of Contents
	[bookmark: _Toc29301936][bookmark: _Toc60929719][bookmark: _Toc82770662]Ownership and Responsibility


The PI retains overall responsibility for the conduct of the trial and the trial team.  It is the PI’s responsibility to ensure that trial activities are embodied within a legitimate and fully signed CTRA.
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The PI and delegates must have current Good Clinical Practice (GCP) certificates prior to commencing a trial.

Medicines Australia’s standard form trial agreement template must be used.
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The preferred agreement formats for all CTRA’s are the Medicines Australia Clinical Trial Research Agreements, as they include all necessary clauses to satisfy GCP requirements.

Medicines Australia provides standard forms for a variety of trial types.  Refer to the Digital Library for examples of these standard forms.

In most cases, the draft CTRA will be provided to the PI by the sponsor.  It is the responsibility of the PI or delegate to ensure that all CHS details and requirements are included and correct. 
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There are several sections within the CTRA which will need to be completed and/or checked for correctness by the PI or the delegate.

The following guidance is provided for those sections:

· Details of the Parties (front cover page)

The PI or delegate is responsible for the completion of the institution (CHS) details. The following table provides the mandatory inclusions for these fields as follows with no amendments:

	[bookmark: _Hlk63348323]Name of Institution:
	AUSTRALIAN CAPITAL TERRITORY, the body politic established by section 7 of the Australian Capital territory (Self-Government) Act 1988 represented by Canberra Health Services, Canberra Hospital, Yamba Drive GARRAN ACT 2605 Australia

	Address:
	Yamba Drive, GARRAN ACT 2605, Australia

	ABN:
	82 049 056 234




The variable inclusions are:

	Contact for Notices:
	Must always note the unit and the PI’s title and name

	Fax for Notices:
	Must be the number for the trial unit or co-ordinator

	Phone Number:
	Must be the number for the trial unit or co-ordinator (can be replaced with email)




· Schedule 1 – Key Information

This schedule is generally completed by the sponsor, however it is imperative that all details are checked to ensure they match the agreed details, paying particular attention to the target number of study participants and recruitment window.

· Schedule 2 - Payments

This schedule contains the details of the agreed negotiated budget for patient, standard fees and passthrough/reimbursement costs.


The following items must be included within this schedule:

	FEE TYPE
	COMMENTS

	Standard Fees
	Non-negotiable fees. Applicable to all industry or commercial trials. Refer to digital library for fee table.

	Human Research Ethics Committee (HREC) Fees
	Non-negotiable fees. Applicable to all trials. Refer to HREC website https://health.act.gov.au/act-health-system/research-data-and-publications/research/research-ethics-and-governance

	Pharmacy Fees
	To be obtained through quote request.

	Pathology Fees
	To be obtained through quote request.

	Patient Reimbursements (travel/meals)
	As per negotiated agreement with sponsor

	Other Costs
	These can be various agreed cost reimbursements e.g. imaging. They will often be referred to as ‘conditional’ or passthrough’ costs.

	Patient Fees (per visit payments)
	The agreed payments from sponsor for each patient visit.



Check to be sure there are no variations on the agreed negotiated budget.

· Schedule 7 – Special Conditions

Check any details in this section to ensure it only contains agreed conditions.

While certain sections of the CTRA have been highlighted, the entire agreement must be checked to ensure that all details are as per agreed terms and CHS trial practices and legal requirements.

The Research and Governance Office (RGO) will correspond with the PI and their delegate regarding any revisions that are required in the CTRA once it is submitted with the Governance submission (refer to Manual 1 Procedure 07 – Clinical Trials Governance Submissions (Stage 1)).
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All CTRA’s are to contain three signatures:
· Sponsor representative;
· PI; and
· Chief Executive Officer (CEO) as the authorised representative of CHS.

The agreement is deemed ‘executed’ once it has been signed by all three signatories. 

The agreement execution date will be the date of the last signature (in most cases that of the CEO, CHS).

Once the CTRA is executed a hardcopy must be provided to the sponsor and appropriately stored by CHS.
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The draft and fully executed CTRA must be stored: 
· electronically in the trial specific folder on the shared drive; and 
· as a hardcopy in the designated section of the investigator site files.

Back to Table of Contents 
	[bookmark: _Toc29301943][bookmark: _Toc60929725][bookmark: _Toc82770668]Section 5 – CTRA Amendments



Following the full execution of a CTRA, it is not uncommon for changes to occur in the trial or environment which will impact the schedules of the original, executed CTRA.  Modifications could arise for different reasons such as change in the trial budget arising from a protocol amendment, changes in legislation or they could simply arise from human error.

Any party, who is a signatory to the CTRA, can request an amendment.

CTRA Amendment templates can be found within the Digital Library.

CTRA changes must be encapsulated within a separate addendum or CTRA Amendment.  The process for making CTRA Amendments is as follows:

5.1	Locate the original clinical trial agreement

Retrieve the original, fully executed CTRA and re-examine it. Check the CTRA for any clause directing how amendments are to be made and take the next step accordingly.

5.2	Identify the required modifications

Select the clauses requiring modification in the original, fully executed CTRA (you cannot amend a CTRA if you are unaware of its original contents). Make a list of the modifications required. Before drafting the CTRA amendment, share the intention to modify the CTRA with the counter party/parties. This helps manage the expectations of the counter party/parties and prepare them for the amendments to come.

Amendments to a CTRA must be set out in a schedule to the agreement and not in the actual body of the original CTRA. Schedule 7 in the Medicines Australia CTRA (Forms A, B & D) and Schedule 4 of the CRG CTRA (Form C) can be used specifically for this purpose.  Where changes are requested by parties, they should not seek to substantially amend the CTRA or introduce provisions that contradict or undermine the intent of the CTRA.

If amendments to the standard terms and conditions of these Agreements are required, those amendments must be made in Schedule 7 (or Schedule 4, depending on the type of Agreement). If any changes are made to the body of the Agreement, those changes will be deemed invalid, and the original text will prevail, as per the header statement on the CTRA.

5.3	Commence drafting process

5.3.1	Name your amendment - For example, you can call it an Agreement to Amend, Clinical Trial Agreement Amendment, Site Contracts Amendment or simply Amendment. As agreements may undergo multiple modifications or amendments, number the CTRA amendment. You may also want to refer to the original clinical trial agreement and choose a name, style or format that is consistent with the original agreement.

5.3.2	Introduce the parties to the CTRA amendment - To this end, you may follow the format in the “heading” or “parties’ section” of the original CTRA.

5.3.3	Provide context to the amendment. Identify the CTRA that requires amendment and provide background to the events that led to the amendment process.  This is normally done within the “recital” or “background section” of the CTRA amendment.

5.3.4	Describe the amendments and state the effective date of the amendment. Note that the effective date of the amendment may also be stated in the “heading” or “parties section” of the CTRA amendment. Present the modifications or amendments concisely and precisely. Modifications or amendments are typically made using one of the three methods below:
I. Redlines and Strikethroughs - additions will be underlined and deletions will be struck out.
II. Replacing a Clause in its Entirety - state in the CTRA amendment that the clause is replaced entirely with the new one and produce the new clause.
III. Describing the Changes - simply describe the changes.

The table below illustrates the application of the 3 methods outlined above. Assume that the clause requiring an amendment reads as follows and that the goal of the amendment is to change the term “Investigational Product” to “Study Drug.”

Section 12
On termination of this Agreement, the Institution must promptly return any unused Investigational Product to the Sponsor.

[image: ]

Any combination of these methods may be used.  The key to considering the best combination is to take into account the nature or type of modification involved and balance it against the need to keep the amendment or modification presented in a direct, clear and simplistic fashion.

5.3.5	Confirm that the defined terms of the original, fully executed CTRA apply unless otherwise expressly stated in the CTRA amendment.

5.3.6	Confirm that other than the amendments or modifications stated in the CTRA amendment, the other clauses in the original, fully executed CTRA will continue in full force.

5.3.7	Insert the signature blocks which for CHS agreements normally contains three blocks - PI, CEO CHS, and Sponsor.

5.4	Finalise the amendment process

Once a draft amendment is agreed by all parties, signatures are required from the parties – as per the standard CTRA process.

A final signed copy must be held together with the original signed CTRA.
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Contract management is the process of managing contract creation, execution, and analysis to maximise operational and financial performance at Canberra Health Services (CHS), all while reducing financial risk. 

[bookmark: _Hlk30160781]All commercially and collaboratively (non-commercial) sponsored trial projects must have an appropriate contract between CHS and the sponsoring organisation and/or their delegate (e.g. Clinical Research Organisation (CRO)) who will be managing the trial. 

Other agreements may be submitted to CHS for signature e.g. funding agreements for research salaries, confidentiality disclosure agreements, and material transfer agreements. 

The purpose of this Procedure is to describe the processes for contracts/agreements to be put in place on behalf of CHS, between CHS and the sponsoring organisation and/or their delegate.
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This Procedure applies to Principal Investigators (PI), Trial Coordinators, any other member of the trial team and the REGO.

Contracts/agreements supplied by sponsoring/funding organisations must be reviewed by the Principal Investigator (PI) or their delegate, Clinical Trials Hub and the Research and Governance Office (REGO) and signed on behalf of CHS by the Chief Executive Officer (CEO).

During the start-up phase of a trial, the PI will delegate the responsibility for contract negotiation to the Clinical Trials Hub or a relevant Clinical Trial Coordinator (CTC) in their area.
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Trialists must be aware that they must not begin their trial until a contract/agreement has been completed and signed between CHS and the sponsoring/funding organisation.

Contracts are legally binding instruments and must progress through governance clearances prior to execution.
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Elements of successful contract management are:
· The expected business benefits and financial returns are being realized.
· The sponsor is cooperative and responsive to the CHS's needs.
· CHS encounters no contract disputes or surprises.
· The delivery of services is satisfactory to both parties.
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Contracts are broken up into stages to organise efforts and structure the typical contract process. The process includes the following steps:

[image: Contract Management Lifecycle]
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3.1	Preferred Contract Templates

The preferred agreement formats for all Clinical Trials Research Agreements (CTRA) are the Medicines Australia Clinical Trial Research Agreements, as they include all necessary clauses to satisfy Good Clinical Practice (GCP) requirements.

Medicines Australia provides standard forms for a variety of trial types.  Refer to the Digital Library for examples of these standard forms.

In most cases, the draft CTRA will be provided to the PI by the sponsor.  It is the responsibility of the PI or delegate to ensure that all CHS details and requirements are included and correct. 

The Clinical Trials Hub and/or REGO will propose the use of the appropriate template if an appropriate Agreement has not been proposed by the Sponsor. 

[bookmark: _Hlk30153395]Refer to Manual 1 Procedure 09 – Clinical Trials Research Agreement (CTRAs) for procedures for completing a Medicines Australia CTRA.

3.2	Non-Medicines Australia Templates

It is not uncommon for non-commercial sponsors e.g. collaborative groups, universities, to provide CHS with their own draft contract template for execution.  Although these contract templates may be accepted by CHS, it is preferable for PI’s or the Clinical Trials Hub to encourage the use of Medicines Australia templates.
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4.1	Initial Review

The Clinical Trials Hub/CTC should request a draft contract during the Start Up phase of the trial – and as early as practicable.  In the first instance, the responsible officer should ensure that the generally accepted and required clauses, and any additional details, are correct and adequately reflect the proposed relationship.

Any required changes to the CTRA must be determined by the Clinical Trials Hub and the trial team before a formal written response is emailed to the sponsor or their delegate.

Each revised version of the contract must be saved on the trial shared drive.

Contract review can take place across any point of the contract lifecycle i.e. from initial negotiation to contract end date.

4.2	Ongoing Review – after contract execution

Across the lifecycle of the contract there is the very real possibility that there will be changes to, for example:
· The PI and/or trial team;
· The Protocol; or
· The budget.

It is up to the contract stakeholders to be alert to any potential changes and negotiate contract amendments accordingly and promptly.  Contract amendments follow the same processes as original contracts.

Contract amendments can be requested by either party.
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Once the detail of the contract has been agreed by both parties a final contract will be requested in duplicate (occasionally in triplicate) to be forwarded to the REGO for review and signature.

A copy of the contract will be retained by the REGO; a copy will be sent to the PI for filing in the site file; and a scanned copy will be held on the trial shared drive. 
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Initiation of a trial site ensures that all required trial authorisations and documentation are in place and that the protocol and trial procedures are reviewed with the investigator and the investigator’s trial staff in accordance with the protocol, Procedures, Good Clinical Practice (GCP), and the applicable regulatory requirement(s).

Initiation is integral to the quality control of a trial and is designed to ensure quality of the trial according to Sponsor requirements and to ensure that all necessary documents are in place to facilitate conduct and ongoing documentation of the trial.

This Procedure describes the process of a Site Initiation Visit (SIV). 
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The principal investigator (PI) retains overall responsibility for the SIV. However, this responsibility may be delegated to other members of the clinical trial team.  

[bookmark: _Toc29987994][bookmark: _Toc60929736]Back to Table of Contents
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A SIV (where applicable) must not be scheduled or take place until all governance/ethics approvals (Canberra Health Services) have been received for the trial.

[bookmark: _Hlk29986901]Before the site can commence the trial, the PI must receive a written Site Activation Notification letter.
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1. 	PROCEDURE 

1.1 Site initiation 

The procedure outlined below refers to a “sponsored” trial. 
· Where the investigational trial has a “commercial sponsor”, the sponsor will provide details of the risk management plan (e.g. monitoring plan) as well as other relevant information not already provided to site.
· Where the investigational trial is “investigator initiated” and the “sponsor” is Canberra Health Services, the investigator must develop a risk management  based on a risk assessment of the trial to document if and how the project will be monitored. An external monitor may be required for these projects. The risk assessment and risk management plan must be submitted with the ethics and site-specific research governance application for review and approval.

As part of the risk management plan, Annual Progress Reports (Manual 2 Procedure 17 – Annual Progress Reports) and Safety Reports (Manual 2 Procedure 10 – Managing and Reporting Safety Events) may be required.

Prior to initiation the investigator(s) must: 
· Arrange with the monitor the scheduled date, time and location of the SIV.
· Review the Investigator’s Brochure (IB) and any up-to-date information on the investigational product. The Investigator(s) must be familiar with the product, including pre-clinical toxicology, pharmacology, pharmacokinetics and up-to-date clinical data if applicable. 
· Ensure that the procedures stated in the trial protocol are applicable in their centre and fully understood. 
· Ensure that Sub Investigator(s), Pharmacist(s), Research Coordinators and any other relevant staff involved with the trial have been advised of the SIV meeting and are able to attend. 

During the initiation the investigator(s) or delegate must: 
· Establish that the Investigator’s Site Mater File contains all the required regulatory documents. 
· Provide a list of trial personnel and functions in the trial to the clinical monitor. 
· Provide curricula vitae (CV) of the sub Investigators involved. 
· Ensure that the names and contact numbers of the relevant medical and trial personnel of the sponsor are available and documented clearly. 
· [bookmark: _Hlk29907606]Ensure that all relevant trial site personnel fill out the Delegation and Signature Log (Refer to Manual 1 Procedure 12 – Delegation and Signature Log).
· Check that the procedures and plans for storage, dispensing and return of investigational product have been agreed and finalised with the Sponsor and Pharmacist (if applicable). 
· Review the documents used in the shipment of the investigational products to the trial site. 
· Check that the quantity of CRFs that have been requested or shipped to the trial site are sufficient for the number of participants/patients that are likely to be recruited into the trial. 
· Check that other related supplies are available or are to be shipped to the trial site at a later date, and that they are available in sufficient quantities. 
· Check that laboratory facilities and arrangements for the dispatch of samples to the laboratory are organised and that any specialised equipment that may be required will be available throughout the period of the trial, e.g. centrifuge freezer, etc.
· Establish who will be responsible for Case Report Form (CRF) completion and clarify the procedure for entering data in the CRF, as well as making changes and corrections. 
· Ensure an understanding of the requirements that source documents and raw data will need to be available during monitoring visits to enable the monitor to perform source data verification at each monitoring visit. 
· Review the arrangements for organising and maintaining trial files. 
· Ascertain that the procedures relating to the archiving of trial records (Manual 1 Procedure 15 – Archiving) at the end of the trial is agreeable to the sponsor. 
· Establish the next monitoring visit with the Monitor.

Note – an Initiation Checklist template is available in the Digital Library.
[bookmark: _Toc29987997][bookmark: _Toc60929738]
	[bookmark: _Toc82770681]Section 2 – Site Activation



2.1	Following a successful SIV, the sponsor or representative will send a formal written Site Activation Notification letter.  It is not until receipt of this letter that the site can commence recruitment of participants into the trial.

2.2	In preparation for trial activation:
· Confirm that the sponsor sends a written summary of key discussions and agreements made during the site initiation visit. Follow-up if necessary.
· Confirm readiness of the site to start the trial.
· Confirm the receipt of all trial-related materials such as CRFs, laboratory supplies, investigational product(s).
· Distribute protocol summaries and worksheets, if not done previously (the sponsor may provide trial-related worksheets, however the site can prepare one).
· Notify all appropriate departments that the trial is ready to enrol participants. 
· Initiate trial recruitment strategies and begin enrolling trial patients/participants.
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This purpose of this Procedure is to describe the process of delegating tasks and duties related to trials and recording this delegation in a log while recording the trial specific training that all staff involved with a clinical trial have completed in a training log. 

This Procedure will outline the duties and responsibilities that a Principal Investigator (PI) may delegate, those which must remain with the PI, and the documentation required for delegating duties or responsibilities and recording trial specific training completed. 
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It is a requirement of Good Clinical Practice (GCP) that personnel employed to work on trials are qualified to do so by education, training and experience.

While maintaining responsibility for the conduct of a trial, the PI may delegate significant trial related tasks and duties to appropriately qualified and trained staff.

It is the responsibility of the PI to ensure that all study staff at the site understand and undertake their delegated tasks/duties in accordance with trial protocol and regulatory requirements to ensure the protection of the rights, safety and well-being of participants.

For a clinical study to be conducted appropriately, it is essential that all involved personnel are aware of the anticipated extent of their involvement, their responsibilities relating to the International Conference on Harmonisation of Good Clinical Practice (ICH GCP) and the limits to their authority.
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All delegation of duties or responsibilities and trial specific training completed must be documented, signed and dated and kept within the specific trial records – both hardcopy and electronic.

It is important for the PI to note that although tasks may be delegated, responsibility will not be abrogated.

It is important that this Procedure is read by all concerned parties and understood prior to the delegation of any duties or responsibilities.
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Individual trial related duties/tasks must be defined, established and allocated prior to the initiation of a trial.

The PI may delegate key tasks and duties to other individuals based on their skill level, qualifications and the tasks required. These delegations are recorded on the Delegation Log.

Most external sponsors will provide a trial specific Delegation of Duties Log.  Where one is not provided, a generic template can be found in the Digital Library.

Only one Delegation of Duties Log will be maintained for each study and this must be filed in the study specific Investigator Site File, in the CTU department.  All personnel delegated duties will be listed on the one log i.e. there will be no second log or copy of the log maintained in other departments. 

It is important for the PI to note that although duties/tasks may be delegated, responsibility for the trial cannot be delegated (refer to Manual 1 Procedure 02 - Investigator Responsibilities). Therefore, it is important that the PI ensures all tasks/duties are delegated to appropriately trained personnel.

The Delegation Log must be completed at site and held in the Investigator Site File for that site (refer to Manual 1 Procedure 13 – Investigator Site File and Essential Documents). New personnel or new delegation of duties/tasks must be updated on this Log as appropriate and at the time of delegation. 

The PI must assess each person for their qualification and experience to determine if each duty/task is appropriate for that person. This may include a review of the person’s Curriculum Vitae (CV) and other relevant documentation/qualifications.

The PI must undertake a detailed discussion of each duty/ task being delegated to that person in the context of the trial and must ensure that the person fully understands the duties/ tasks being delegated to them. 

The person who accepts those duties/tasks must fully understand the trial, their role and the specific scope and limitations of the duties/ tasks delegated to them. 

Joint signatures on the Delegation Log are a confirmation that this discussion takes place and that both parties fully understand the duties/tasks to be undertaken by each party. 

Only one Delegation Log will be maintained for each trial and this must be filed in the trial specific Investigator Site File. 

Note: All personnel delegated duties/tasks will be listed on the one log i.e. there will be no second log or copy of the log maintained elsewhere. 

The Delegation Log will: 
· state names and roles of staff members delegated to complete specific trial related duties/tasks. Only staff members who are appropriately qualified, and who have received the relevant protocol training (documented on the Training Log), should be listed on the log;
· have one member of staff from each department involved in the trial, including pharmacy, radiology and pathology (where appropriate) and including both internal departments and external provider staff (where appropriate), sign the log as the person responsible for that department and the staff within it;
· be signed and dated by the PI, as staff are added. PI’s signature must never be added retrospectively;
· be made available to the Sponsor, where applicable;
· be updated when new members join or leave the trial team, and as otherwise required;
· be filed in the appropriate section of the Investigator Site File (and electronic shared folder);
· be retained with the archiving, including a copy of each version, for audit purposes.

The PI must ensure regular supervision and oversight of all staff on the Delegation Log. Ongoing training and communication are a core activity of supervision. All supervision and communication by the PI to site staff should be documented and retained.

In order to demonstrate ongoing supervision, training and communication, the PI must make use of: 
· group email with return acknowledgements; and/or
· Staff Meeting Log; and
· Staff Training Log. More information on the Staff Training Log can be found in Section 2.
These documents must be retained in the Investigator Site File. 

Please note that all staff completing trial specific activities should be formally delegated these tasks via the delegation log. For some studies this will include radiologists and pharmacists. If it is unclear whether someone should be included on the delegation log guidance should be sought from the trial sponsor, but the ultimate decision will be made by the PI. 

If a third party provider is required for any aspect of trial management (such as radiology or pathology providers), a policy (Third Party Providers) must be developed that is specific to the site and the third party, to ensure that the PI is able to comply with their responsibilities and the trial requirements are met. This policy must be adhered to at all times.
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All trials will require some level of trial specific training for staff delegated responsibilities. This training must be completed in a timely manner to sponsor specifications and recorded in a training log to be stored in the site file. The log should include the training completed, the staff member that completed the training, the date it was completed and how the training was completed (e.g. self-directed reading, trained by PI, trained during study initiation visit). 

Please note that some sponsors will require that a training program is completed or that certain training is delivered by the PI or a study sponsor representative and these training requirements should be followed wherever they apply. 

For many trials most staff will only need to receive training on the clinical trial protocol and subsequent amendments. 

The Training Log will: 
· Be filed in the Investigator Site File and electronic shared folder
· Be regularly updated when new members join the study team or when new training is required
· Be a complete and accurate record of all study specific training completed by all members of the study team including radiologists and pharmacists if necessary
· Be made available to the sponsor as required by the study 
· Be retained with the study when the study is archived 
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The purpose of this Procedure is to describe the procedures related to the establishment and maintenance of the Investigator Site File (ISF) and associated essential documents for trials at Canberra Health Services (CHS).

All trials need to demonstrate that documentation meets the International Conference on Harmonisation of Good Clinical Practice (ICH GCP) guidelines, and that documentation shows that the trial is conducted in an ethical and appropriate manner and all legal and auditing requirements are met. The correct establishment, maintenance and storage of files enable assessment that the trial was conducted in accordance with ICH GCP guidelines. A standardized file system also enables all of the site team, and any external parties, such as monitors and auditors, to locate and review the files.
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The Principal Investigator (PI) is responsible for setting up, maintaining, storing and archiving the ISF. This duty may be delegated to another member of the trial team.

The PI or delegate is responsible for:
· Filing essential documents in the Investigator Site File (ISF) at the site in a timely manner. All site-related documents must be made available for review, by auditors or regulatory authorities and the sponsor's representatives for all sponsored trials (the ISF must be maintained electronically in a shared drive and as a hard copy version). 
· Maintaining a minimum list of essential documents (as applicable to the research project) from the following stages of the trial (as per ICH GCP R2 Section 8 1):
· before the clinical phase of the trial;
· during the clinical conduct of the trial; and
· after completion or termination of the trial 
· Ensuring trial documentation is maintained and archived as per Manual 1 Procedure 15 – Archiving.

The sponsor is responsible for:
· Ensuring that the necessary information and documents are provided on request.

Back to Table of Contents
	[bookmark: _Toc82770689][bookmark: _Toc29900582][bookmark: _Toc60929746]Alerts 
	



ISF’s are mandatory requirements in the process of conducting trials.

The ISF must contain all the applicable essential documentation referred to in ICH-GCP R2 section 8.
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The ISF contains the essential documents necessary for the PI and the trial team. Essential documents are those, which individually and collectively: 
· Permit the evaluation of the conduct of a trial and the quality of the data produced; 
· Serve to demonstrate the compliance of the investigator, trial team and sponsor with the standards of Good Clinical Practice (GCP) and with all regulatory requirements; 
· When filed in an appropriate and timely manner, greatly assist in the successful management of a trial by the investigator; and 
· Are usually audited by the sponsors independent audit function and inspected by regulatory authorities as part of the process to confirm the validity of the trial conduct and data collection.

The ISF must be set-up and up-to-date prior to the site opening to recruitment. This will be checked at the Site Initiation Visit (SIV). The PI or delegate must maintain the ISF and carry out regular checks to ensure the contents are up-to-date and filed accurately. The ISF must be available for audit and inspection as requested by relevant parties.

The ISF for the trial should be set up in clear labelled lever arch folders and within standardised electronic shared drives. Templates for labelling are available under Trial Templates within the Digital Library.The ISF should be stored securely at site, in a locked drawer or cupboard, in a locked room, but in a 
location where all members of the trial team have access to the file to complete their delegated 
duties. The ISF must never be taken off site as this would impede the ability to maintain the file and
it contains confidential information. Secure also means protection against environmental damage 
such as damp or fire, without water sprinkler. This should include checking that there are no 
water sprinklers above or in the near vicinity of ISF’s.



Once the ISF is set up, it must be maintained, including the addition or relocation of documents, where necessary. 

[bookmark: _Hlk27647774]A generic ISF contents template is held within Trial Templates in the Digital Library.
For commercially sponsored studies, sponsoring companies will normally provide the ISF complete with tab separators for ease and consistency of filing. 

For trials conducted on behalf of smaller companies, which may not provide the ISF structure, and for investigator-initiated trials, the ISF should be structured in accordance with the Drug Information Association (DIA) TMF reference model (refer Trial Templates in Digital Library). 

Agreements (collaborative, funding, loan equipment, Clinical Trial Research Agreement etc.) and financial information (budgets, invoicing etc.) may be filed in a separate location to the ISF.

For trials involving investigational products or other medicines, the site pharmacy will usually keep investigational product shipping, receipt and accountability documents in the Pharmacy Site File (PSF). Researchers at the site itself do not have to replicate these documents. However, the records must be made available to Sponsors monitors and auditors. 

The ISF and PSF can be consolidated into one at the end of the study.
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All trials must be conducted in accordance with an ethically approved trials protocol. Trial protocols must meet a standard that adheres to the principles of Good Clinical Practice (GCP) and are used to obtain ethics approval by local Ethics Committees or Institutional Review Boards. All trial protocols must be written and adhered to in accordance with a protocol and the following additional guidelines: 

The protocol ensures a common understanding of all PIs and team members on how the trial is to be conducted and provides a guide for monitoring the progress of the research. Depending on the nature of a trial, it may be developed by a pharmaceutical/device sponsor, collaborative/cooperative group, or by an individual PI at Canberra Health Services. Following approval by the appropriate regulatory bodies (HREC, TGA, FDA etc), the protocol becomes the definitive document for all aspects of the trial implementation, evaluation and reporting. The protocol forms the basis for: funding applications and contracts, ethics submissions, budget, evaluation and auditing, and data collection form development. In multi-site research, all participating sites must adhere to the same version of the protocol.

2.1 	Protocol Deviations

The PI or trials team must not implement any deviation from, or changes to the protocol, without express written agreement by the sponsor or collaborative group, and approval by the relevant HREC(s), except where necessary to eliminate an immediate hazard(s) to participants. A protocol deviation may also occur unexpectedly due to an error by the study team or the patient. 

The PI, or delegate, must document and explain any deviation from the approved protocol to the sponsor/collaborative group and the approving/monitoring bodies.

Refer to Manual 2 Procedure 11 - Protocol Deviations and Violations for further details and required actions.

Protocol deviations must be reported or maintained in a log to report to REGO as and when required. Deviations may also be reported to the approving HREC (check the approving HREC’s website for details).

Repeated protocol deviations may also need to be reported through Riskman.  For more information, refer to Manual 2 Procedure 15 – Incident Reporting (Riskman).

2.2 Protocol Amendments

Amendments to the protocol, whether instigated by the sponsor or the institution, must be agreed to by the sponsor or collaborative group. Before being implemented, amendments must be submitted for review and approval to the approving HREC and institution REGO.

Refer to Manual 2 Procedure 16 - Protocol Amendments for further details and required actions.
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3.1. Site specific study documents 

In most cases, the coordinating centre will be providing trial documentation but there are instances where these must be adapted to include local details, for example, the patient information sheet, consent form, and GP letter. 

Where trial documents are required to be adapted for the local trial site, for example, by adding the CHS logo or local contact details, the templates provided by the coordinating centre should be amended and the specific local versions filed in the ISF together with the ethics approved versions. 

Any site-specific documents to be used in the trial that have not been supplied as a generic template by the coordinating centre should be approved by the coordinating centre prior to use. 

3.2. Version control 

Where sites are using local versions, all documents produced must adhere to version control procedures – refer to Manual 3 Procedure 05 – Document Version Control. This entails including the following information in the footer: 
· version number of the document; and 
· date of creating the document.

Where local versions are created, the version number should be created in the format x.#Example
The current Patient Information Sheet provided by the coordinating centre is version 3.0. When this is received as part of trial set-up at that site: The CHS logo, local PI’s name and contact telephone number should be added and the document given the version number 3.1. 
If the contact telephone number were to subsequently change: The new number would be added in place of the outdated information and this new version of the document would be labelled 3.2. The date that the revised document was created should be updated on the footer in both cases.
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Where an amendment has been made to any trial document or procedure, these will be notified by the coordinating centre. New documents should be filed promptly once received. Where appropriate, the superseded version should be moved to the appropriate section of the ISF and a single diagonal line made and “superseded” with date and version of superseding document written across the front page to indicate that it is no longer in use. 

The PI should arrange for appropriate archiving of the ISF according to the requirements of Manual 1 Procedure 15 - Archiving. 

4.1 Amendments 
Subsequent to the original permissions to conduct the trial, where approval is granted by the appropriate Research Ethics Committee for a substantial amendment to be made to the conduct of the trial, this will be notified to participating sites. In such cases, an “Amendment Pack” will be sent, containing all relevant documents including application forms, supporting documents and approval letters. New versions of trial documents should be filed as described above and the amendment pack filed in the appropriate section of the ISF.
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Where essential documents for the study are held elsewhere, a File Note must be included in the ISF detailing the location of these documents. This should detail which document or documents are held elsewhere and provide sufficient information on their location for the documents(s) to be acquired if necessary. Minimally, there should be reference to the Pharmacy Site File as this will be held separately in the Site Pharmacy. Other documents that may be held elsewhere include CVs for psychiatrists and other healthcare professionals assuming specific trial responsibilities, which can be held within the relevant department but must be referred to in a File Note in the ISF as described above.
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Corrections should be made by drawing a single line through the incorrect item; dating and initialling the correction. Correction fluid or other related products must not be used. 

The original document must always be retained as it is considered source data. Where documents that have been completed or partly completed contain data that is later transcribed elsewhere, the original must be filed with the later version.
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The purpose of this Procedure is to describe the procedures related to trial close-out, both on-site and remotely.

[bookmark: _Hlk29278992]Trial close-out is defined as the act of ensuring that all trial related activities are appropriately reconciled, recorded and reported at the end of a trial in accordance with the protocol, Procedure’s, Good Clinical Practice (GCP) and the applicable regulatory requirements.

Trial close-out is integral to the quality assurance of a trial and GCP compliance of the trial according to the sponsor or collaborative group requirements and to ensure that all necessary documents are in place should it be necessary for the trial information to be retrieved or inspected in the future.
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The principal investigator (PI) retains overall responsibility for the close out of trials.  However, components of this responsibility may be delegated to other members of the trial team.  

The close out of trials will be completed in conjunction with the sponsor, collaborative group and/or their delegated representative e.g. Contract Research Organisation (CRO).
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[bookmark: _Toc82770699]Trials are not to be closed out until formal written notification is received from the sponsor, collaborative group and/or their delegated representative.
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If a trial is prematurely terminated or suspended for any reason, the PI is responsible for ensuring all relevant parties (sponsor, coordinators, other service providers etc) are provided with a formal written explanation for the termination or suspension. 
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The trial sponsor will inform the PI and trial co-ordinator when a trial is due for closure.  This will be formally advised in writing.

Trial close-out will only commence after the last patient has completed all scheduled visits associated with the trial, regulatory documentation and case report forms (CRFs) are complete and all data queries resolved.

The trial co-ordinator, as the delegate for the PI, has authority to communicate with the trial sponsor or trial contract research organisation (CRO) to complete the close-out process.
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On occasion, the trial co-ordinator, as the delegate for the PI, may initiate the close-out process with the Sponsor providing all trial protocol and CTRA requirements are complete.  

The primary reasons for a site-initiated close-out include:
· the trial is complete at site (no active visits); and
· the site wishes to reduce ongoing administrative costs.

The close-out of a trial can only be completed once the monitor has reviewed both investigator/institution and sponsor files and confirmed that all necessary documents are in the appropriate files.

The same processes are required for trial close-out regardless of who initiates the close-out.
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The trial co-ordinator, as the delegate for the PI, is to complete the tasks listed on the Study Close-Out Checklist (refer to the Digital Library) along with any outstanding matters raised by the CRO in the close-out visit.

Once the close-out visit is complete, the close-out letter has been received from the sponsor/CRO, and the final report, reviewed and signed by the PI, has been submitted to, and acknowledged by, the Human Research Ethics Committee (HREC) and the Research Ethics and Governance Office (RGO), archiving of the trial records can commence. Refer to Manual 1 Procedure 15 – Archiving.
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The requirements and outcomes of a Remote Close Out or On Site Close out should not differ other than in the manner in which they are conducted.
5.1 	Introduction
· In agreement with Sponsor and PI, close out activities may take place remotely. Written documentation of the terms of this arrangement, including any associated costs, must be filed in the Investigative Site File (ISF). The conduct of remote close out should not replace the conduct of on-site visits entirely. However, under extraordinary circumstances, it may be necessary for monitors to access documents from a remote location.

5.2 	Preparation
· Sponsor (designee/Monitor) will notify, in writing, all involved trial personnel (i.e. PI and/or CRC) of the intention to conduct a remote close out. This notification should be at least 2 weeks prior to the visit and include the following details: 
· the planned dates of this activity; 
· the planned times this activity will be conducted each day (e.g. 9am -4pm); 
· the documents required for review; and
· who the Remote Monitor will be contacting at CHS to action close out requests.

5.3 	Conduct of Close Out Process - CHS
· A designated trial team member will be responsible for the carriage of the close out process. The team member is usually the primary Coordinator of the trial;
· Required documents will be scanned, emailed or mailed (post) to the Remote Monitor on request;
· The Remote Monitor must acknowledge receipt of documents;
· On occasion, it may be necessary for the remote Monitor and the close out Coordinator to discuss close out documents or activities via a meeting. Such a meeting will be conducted via telephone or videoconferencing.

5.4 	Completing the Remote Close Out
Refer to Section 4 above.
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The purpose of this Procedure is to describe the procedure of trial archiving undertaken at Canberra Health Services (CHS).

This Procedure describes the procedure for archiving of all trial records for pharmaceutical/device Industry, collaborative and cooperative group, investigator led trials, biobanks and registries.
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The principal investigator (PI) retains overall responsibility for the archiving of trial records.  However, this responsibility may be delegated to other members of the trial team.  The archiving of trial records will be in conjunction with the sponsor and/or their delegated representative e.g. CRO.
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All trial archiving must be in line with the Territory Records Act 2002.

Each trial is to be boxed separately unless multiple trials will fit in a single box. 

Written approval must be sought from the sponsor prior to the destruction of any trial records
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All physical trial records are to be archived in accordance with this Procedure and the following Guidelines:
· Territory Records Act 2002
· Records Management Policy 2005
· ACT Territory Records Guideline for Records Management Number 7 – Physical Storage of Records 
· Note for Guidance on Good Clinical Practice (CPMP/ICH/135/95)  
· National Statement on Ethical Conduct in Research Involving Humans (2007)
· Records Management Centre information on the ACT Health Intranet.
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All trials conducted at CHS must undergo a set process for archiving following the formal closure of the trial.

The trial sponsor is to inform the PI and trial co-ordinator when a trial is due for closure.  This will be formally advised in writing.

When all work at the site is complete, trial co-ordinator, as the delegate for the PI, has authority to communicate with the trial sponsor or trial contract/clinical research organisation (CRO) to initiate close-out.

Once the close-out visit is complete, the close-out letter has been received from the sponsor/CRO, and the final report has been submitted to and acknowledged by the Human Research Ethics Committee (HREC) and the Research Ethics and Governance Office (RGO), archiving of the trial records can commence.
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It is the responsibility of the PI, or delegate, to complete the archiving of trials they are responsible for conducting.

Checklist to begin archiving:
· all records associated with trial investigator and participants to be complete and representative of trial activities
· HREC/RGO final report and acknowledgement has been forwarded to sponsor/CRO
· Pharmacy, Pathology and Imaging have been notified of the trial closure and any additional records/folders held by those departments are included in the archiving process
· ensure finances have been finalised and the finance folder (if applicable) is included in archiving process.

Complete the following:
· trial close-out checklists, archiving spreadsheet, archiving box contents lists, archiving box labels (templates in Digital Library)
· ensure the use of appropriate, heavy duty, archiving boxes.

Note: Do not archive multiple copies of the same document
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The retention date is required to establish when the trial records are due for destruction. 

Retention periods may be set by the sponsor, however, they must also comply with ACT Legislative requirements and CHS policy. Retention periods for research range between 3 and 25 years depending upon the category of trial and whether it was completed. Refer to Records Disposal Schedule for ACT Health Clinical Records – CHHS18/098 for information about retention periods for specific trials. Most trials will need to be retained for 15 years. Retention period is to be measured from the end date of the trial to meet global regulatory trials archiving requirements.

The retention date is to be recorded on the archiving records.
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5.1 	Archiving Box Contents Lists

The PI or delegate is required to record the archive box content details in the Archiving Box Contents List template.   These details are essential for retrieval purposes at a later date.

Each box must have its own list with a copy included within the archive box. The master copy must be held within a shared drive.

Do not overfill boxes or make them too heavy for lifting.

5.2	Archiving Box Labels

The PI or delegate must label each archiving box with trial details – as per the Archiving Box Label template.     

To distinguish between archiving boxes ready for offsite storage and those to remain on site (either permanently or temporarily), Archiving Box Labels should be printed on yellow coloured paper. The master copy must be stored on the shared drive.

All archiving boxes must show two Archiving Box Labels – front and side.

5.3	Archiving Spreadsheet

On completion of archiving boxes and associated records the PI or delegate must be required to complete all fields of the Archiving Spreadsheet template.

Back to Table of Contents
	[bookmark: _Toc27575026][bookmark: _Toc60929769][bookmark: _Toc82770713]Section 6 – Storage



The Records Management Centre will assist to determine HPE-CM (previously Trim) categories for the official Box Label to be placed on the archive box. 

At the time of issuance of this Procedure offsite archiving is not possible. Archived studies will need to be stored onsite until an offsite storage solution can be found. 

The PI or delegate must provide archiving details to sponsor.
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To retrieve a box or boxes that have been stored offsite, contact the Records Management Centre and quote the box details as recorded on the archiving spreadsheet.
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Destruction of archived boxes will be undertaken by the Records Management Centre, the authorised ACT Government storage facility. Destruction dates will be based on the destruction dates provided at the time of archiving.

The Records Management Centre will contact the relevant trial unit prior to destruction taking place. Trial units should confirm with the Principal Investigator for the study before destroying records. If the Principal Investigator cannot be feasibly contacted the unit director, or Director of Clinical Trials can confirm destruction. 

Written approval must be sought from the sponsor prior to the destruction of any trial records.
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Approved Procedures will be disseminated electronically by the Canberra Health Services Governance Office.  Authorised Procedures will be maintained within a Digital Library shared drive held by this office.  Access to this shared drive will be granted to authorised CHS staff members. 

Any updates to the existing approved Procedures will be disseminated internally and will be effective immediately.
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Compliance with this Procedure will be monitored as part of the Clinical Trials Hub monitoring and quality assurance process. Any queries concerning the effectiveness of this P identified during the Clinical Trials Hub monitoring process or through use will be addressed and may result in the requirement to update the Procedure.
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Policies
· ACT Government IT Security Policy 
· ACT Health Clinical Patient Folder Policy and Procedures
· ACT Health Research Contracts and Intellectual Property  
· ACT Health Research Practice
· CHS Clinical Records Management 
· CHS Informed Consent (Clinical)
· ACT Health Data Release 
· ACT Health Data Quality
· CHS Fraud and Corruption 
· CHS Administrative Record Management
· CHS Consumer Privacy

Procedures
· CHS Infection Prevention and Control - Healthcare Associated Infections Procedure 
· CHS Patient Identification and Procedure Matching 
· CHS Clinical Trials procedure Manual 2 – Study Conduct
· CHS Clinical Trials Procedure Manual 3 – Other Procedures
· ACT Health Procurement and Contract Management  
· ACT Public Service Code of Conduct
· ACT Territory Records - Guideline to Principle 5: Protect Principle (2016)
· ACT Territory Records - Guideline to Principle 6: Retain Principle (2016)
· CHS  Research Contracts and Intellectual Property 
· CHS Records Disposal Schedule for Canberra Health Services Clinical Records 
· CHS Clinical Record Management 

National Guidelines and other resources
· Australian New Zealand Clinical Trials Registry - https://www.anzctr.org.au/
· Australian Trials Handbook - https://www.tga.gov.au/book-page/responsibilities-under-ctn-and-ctx-schemes 
· Clinical Trial Agreement (CTA) with Sponsors and/or Contract Research Organizations (CRO) https://globalhealthtrials.tghn.org/resources/templates/
· Department of Health – Therapeutic Goods Administration, Australian clinical trial handbook https://www.tga.gov.au/publication/australian-clinical-trial-handbook
· Drug Information Association (DIA) – Trial Master File reference model - https://tmfrefmodel.com/
· European Medicines Agency - ICH E6 (R2) Good clinical practice – Revision 2 - https://www.ema.europa.eu/en/ich-e6-r2-good-clinical-practice#current-version---revision-2-section.
· FDA - Code of Federal Regulations: 21 CFR Part 312.53 - https://ecfr.io/Title-21/sp21.5.312.d#se21.5.312_153
· Government Procurement Act 2001 (“the GPA 2001”); 
· Government Procurement Amendment Regulations 2009 (No 1). 
Government Procurement Regulation 2007; 
International Conference on Harmonisation Good Clinical Practice (ICH GCP) E6 
Medicines Australia – Clinical Trial Research Agreements https://medicinesaustralia.com.au/policy/clinical-trials/clinical-trials-research-agreements 
· National Health and Medical Research Council - National Statement on Ethical Conduct in Research Involving Humans (2007) - https://www.nhmrc.gov.au/about-us/publications/national-statement-ethical-conduct-human-research-2007-updated-2018
New South Wales Health – National Mutual Acceptance - https://www.medicalresearch.nsw.gov.au/national-mutual-acceptance/
NHMRC – Human Research Ethics Committees - https://www.nhmrc.gov.au/research-policy/ethics/human-research-ethics-committees
· NHMRC Good Practice Process for Site Assessment and Authorisation of Clinical Trials - https://www.nhmrc.gov.au/about-us/publications/nhmrc-good-practice-process-site-assessment-and-authorisation-clinical-trials.
· Note for Guidance on Good Clinical Practice (CPMP/ICH/135/95)  
· Research Ethics & Governance Office (2019) – Ethics Submission - https://health.act.gov.au/research/research-ethics-and-governance/ethics-submission.
· Research Ethics & Governance Office (2019) – Site Governance - https://health.act.gov.au/research/research-ethics-and-governance/site-governance
· Territory Records (Record Disposal Schedule – Tertiary Teaching and Research Records) – Approval 2007 (No. 1)
TransCelerate - INFORMATION AND GUIDANCE SHEET FOR SITE SIGNATURE AND DELEGATION OF RESPONSIBILITIES LOG - http://www.transceleratebiopharmainc.com/wp-content/uploads/2015/04/TransCelerate-Site-Signature-DOR-Guidance-JUNE.pdf
· U.S. National Library of Medicine - https://www.clinicaltrials.gov/ 
World Medical Association (2020) - WMA Declaration of Helsinki – Ethical Principles for Medical Research Involving Human Subjects - https://www.wma.net/policies-post/wma-declaration-of-helsinki-ethical-principles-for-medical-research-involving-human-subjects/

Legislation
Health Record (Privacy and Access) ACT 1997 
Human Rights Act 2004
Territory Records Act 2002
The Therapeutic Goods Regulations 1990 (Cth)
Therapeutic Goods Act 1989 
Charter of Healthcare Rights 
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Activity based costing - Activity-based costing (ABC) is a costing method that assigns overhead and indirect costs to related products and services.
Ancillary - providing necessary support to the primary activities or operation of an organization, system, etc.  
Archive – a collection of historical records relating to a place, organization etc; a place where historical records are kept.
Australian Health Practitioner Regulation Agency (AHPRA) – National registration body for clinical practitioners.  Clinicians must be registered with AHPRA in order to practice in Australia.
Blinding - is a procedure in which one or more parties in a trial are kept unaware of which treatment arms participants have been assigned to, in other words, which treatment was received. Blinding is an important aspect of any trial done in order to avoid and prevent conscious or unconscious bias in the design and execution of a clinical trial.
Budget - is an estimation of revenue and expenses over a specified future period of time and is usually compiled and re-evaluated on a periodic basis.
Budget - is an estimation of revenue and expenses over a specified future period of time and is usually compiled and re-evaluated on a periodic basis.
Case Report Form (CRF) - A printed, optical, or electronic document designed to record all of the protocol required information to be reported to the sponsor on each trial participant. 
Case Report Form (CRF) - case report form (CRF) is a specialized document in clinical research. It should be study protocol driven, robust in content and have material to collect the study specific data. Though paper CRFs are still used largely, use of electronic CRFs (eCRFS) are gaining popularity due to the advantages they offer such as improved data quality, online discrepancy management and faster database lock etc. Main objectives behind CRF development are preserving and maintaining quality and integrity of data.
Clinical Research Organisation (CRO) - a company that provides support to the pharmaceutical, biotechnology, and medical device industries in the form of research services outsourced on a contract basis.
Confidentiality Disclosure Agreement (CDA) - A Confidential Disclosure Agreement [(CDA); also referred to as non-disclosure agreement (NDA) or secrecy agreement] is a legal agreement between a minimum of two parties which outlines information the parties wish to share with one another for certain evaluation purposes, but wish to restrict from wider use and dissemination.  The parties agree not to disclose the non-public information covered by the agreement.  CDAs are commonly executed when two parties are considering a relationship/collaboration together and need to understand the other's processes, methods, or technology solely for the purpose of evaluating the potential for a future relationship.
Consideration - something of value given in exchange for something else of value, usually in the context of a contract.
Contract – a legally binding agreement between two or more parties. A contract is valid and enforceable if the agreement contains sufficient evidence of the following elements:
a. an offer and an acceptance;
b. common intention between the parties to create binding relations;
c. the giving of “consideration” for the promise;
d. legal capacity of the parties to act;
e. genuine consent of the parties; and
f. legality of the agreement.
Contract amendment – refers to making modifications to, correcting, deleting from, or adding to an existing contract proposal after an initial bid.
Contract execution – involves actions like signing the contract as the first step and after that, the parties can perform their contractual obligations.
Curricula Vitae (CV) - brief account of a person's education, qualifications, and previous occupations, typically sent with a job application.  Also referred to as Resume.
Delegate - A person delegated specific but appropriate tasks in relation to the conduct of a clinical trial. 
Ethics - moral principles that govern a person's behaviour or the conducting of an activity.
Executed Contract - a legal document that has been signed off by the people necessary for it to become effective. The contract is often made between two or more people, but it can also be between a person and an entity, or two or more entities.
Good Clinical Practice (GCP) - A standard for the design, conduct, performance, monitoring, auditing, recording, analyses, and reporting of clinical trials that provides assurance that the data and reported results are credible and accurate, and that the rights, integrity, and confidentiality of trial participants are protected. 
Good Clinical Practice (GCP) - A standard for the design, conduct, performance, monitoring, auditing, recording, analyses, and reporting of clinical trials that provides assurance that the data and reported results are credible and accurate, and that the rights, integrity, and confidentiality of trial participants are protected. 
Governance - the system by which an organisation is controlled and operates, and the mechanisms by which it, and its people, are held to account. Ethics, risk management, compliance and administration are all elements of governance.
Institution – the hospital.
International Conference on Harmonisation (ICH) - International Conference on Harmonisation of Technical Requirements for Registration of Pharmaceuticals for Human Use is a joint initiative involving both regulators and research-based industry focusing on the technical requirements for medicinal products containing new drugs. 
International Conference on Harmonisation (ICH) - International Conference on Harmonisation of Technical Requirements for Registration of Pharmaceuticals for Human Use is a joint initiative involving both regulators and research-based industry focusing on the technical requirements for medicinal products containing new drugs. 
Investigational Medicinal Product (IMP) - An investigational medicinal product is an active ingredient or placebo that has been pharmaceutically formulated (prepared) for human use which is being tested, or used as a comparator, in a clinical trial.
Typically, IMPs have not yet received marketing authorisation, however in some circumstances they may be products that have been authorised:
· when they have been made using a different formulation than that which is authorised (e.g. different dose),
· when the authorised product is to be used as the test substance or comparator in a clinical trial,
· when used for an unapproved indication (off-label), or
· when used to gain further information about an approved use.

An agreement that lacks one or more of these elements is not a valid contract.
Investigator - An individual responsible for the conduct of a research projects including clinical trials at a research/trial site and ensures that it complies with GCP guidelines. If a research/trial is conducted by a team of individuals at a research/trial site, the investigator is the responsible leader of the team and may be called the Principal Investigator. In this instance they may delegate tasks to other team members. 
Investigator initiated trial - A clinical trial that is undertaken by the investigator whereby the investigator and/or their institution takes on the role of the sponsor in addition to their role as investigator. 
Investigator or Principal Investigator – the primary researcher, employed by the Institution.
Investigator Site File (ISF) – contains the essential documents necessary for the Principal, Investigators and the research team.
Log – formal written record.
Medicines Australia - represents the innovative medicines industry by:
· engaging with government and government departments, the Australian Medicines Industry, consumer groups and health professionals to develop health and industry policy
· building and maintaining relationships with government for fair reimbursement of medicines (through the Pharmaceuticals Benefits Scheme) to ensure the continuation of a viable medicines industry
· administering the Medicines Australia Code of Conduct which sets the standard for the ethical marketing and promotion of prescription medicines
· working with other health professional and consumer organisations on issues of mutual concern
· providing specialist advice to member companies
· educating the community about industry activities.

Monitoring - The act of overseeing the progress of a clinical trial and ensuring that it is conducted, recorded, and reported in accordance with the protocol, Standard Operating Procedures (SOPs), Good Clinical Practice (GCP), and the applicable regulatory requirement(s). 
Multi-centre – (of a medical study or trial) involving several hospitals, clinics, or research institutions.
National Mutual Acceptance (NMA) - National Mutual Acceptance (NMA) is a national system for mutual acceptance of scientific and ethical review for multi-centre clinical trials conducted in publicly funded health services.
Negotiate - to deal or bargain with another or others, as in the preparation of a treaty or contract or in preliminaries to a business deal.
Overhead - Overhead is those costs required to run a business, but which cannot be directly attributed to any specific business activity, product, or service. Examples of overhead are:
· Accounting and legal expenses
· Administrative salaries
· Depreciation
· Insurance
· Licenses and government fees
· Property taxes
· Rent
· Utilities

Parties – People involved in a contract or court case.
Pass Through Costs – cost the sponsor will pay on receipt of invoice i.e. actual costs.
Principal Investigator - An individual responsible for the conduct of a research project including clinical trials at a research/trial site and ensures that it complies with GCP guidelines. If a research/trial is conducted by a team of individuals at a research/trial site, the investigator is the responsible leader of the team and may be called the Principal Investigator. In this instance they may delegate tasks to other team members. 
Procurement - the action of obtaining or procuring something.  This applies to goods and services.
Qualified – fitted (as by training or experience) for a given purpose; having complied with the specific requirements or precedent conditions.
Quality Assurance - all the planned and systematic activities implemented within the quality system that can be demonstrated to provide confidence that a product or service will fulfil requirements for quality.
Quote (quotation) - giving the estimated cost for a particular job or service.
Randomized controlled trial (RCT) - study in which people are allocated at random (by chance alone) to receive one of several clinical interventions. One of these interventions is the standard of comparison or control. The control may be a standard practice, a placebo ("sugar pill"), or no intervention at all. Someone who takes part in an RCT is called a participant or subject. RCTs seek to measure and compare the outcomes after the participants receive the interventions. Because the outcomes are measured, RCTs are quantitative studies.
Recital – clauses that precede the main text of a contract. They provide a general idea about the contract to its reader such as, what the contract is about, who the parties are, why they are signing a contract.
Representative - A person delegated specific but appropriate tasks in relation to the conduct of a clinical trial. 
Retention – the continued use, existence, or possession of something or someone.
Service agreement - an agreement between two persons or businesses where one agrees to provide a specified service to the other.
Signatory - a person who has signed a document such as a treaty or contract or an organization, state, etc, on whose behalf such a document has been signed.
Site Activation Notification letter – formal letter from sponsor authorising start of trial at site and the opening of participant recruitment.
Site Activation Notification letter – sponsor driven letter which officially opens the trial at site for participant recruitment.
Site Selection letter – written notification from sponsor or representative to the site confirming that the site has been selected to join the trial.
Source documents - Original documents, data, and records (e.g., hospital records, clinical and office charts, laboratory notes, memoranda, subjects’ diaries or evaluation checklists, pharmacy dispensing records, recorded data from automated instruments, copies or
transcriptions certified after verification as being accurate copies, microfiches, photographic negatives, microfilm or magnetic media, x-rays, subject files, and records kept at the pharmacy, at the laboratories and at medico-technical departments involved in the clinical trial).
Source Documents - Original documents, data, and records (e.g., hospital records, clinical and office charts, laboratory notes, memoranda, participants' diaries or evaluation checklists, pharmacy dispensing records, recorded data from automated instruments, copies or transcriptions certified after verification as being accurate copies, microfiches, photographic negatives, microfilm or magnetic media, x-rays, participant files, and records kept at the pharmacy, at the laboratories and at medico-technical departments involved in the clinical trial). 
Sponsor - An individual, company, institution or organisation which takes responsibility for the initiation, management, and/or financing of a clinical trial. 
Sponsor - An individual, company, institution or organisation which takes responsibility for the initiation, management, and/or financing of a clinical trial. 
Sponsor, CRG or Organisation – the company, organisation or individual taking overall responsibility for the trial.
Sub Investigator - Any individual member of the research/clinical trial team designated and supervised by the investigator at a research/trial site to perform critical research/trial-related procedures and/or to make important research/trial-related decisions (e.g., associates, residents, research fellows).
Trial close-out - defined as the act of ensuring that all trial related activities are appropriately reconciled, recorded and reported at the end of a trial in accordance with the protocol, SOP’s, Good Clinical Practice (GCP) and the applicable regulatory requirements.
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Section 12 is amended as follows:
On termination of this Agreement, the Institution must

promptly return any unused Study Drugiavestigationa!
Proguct to the Sponsor.

Section 12 is replaced in its entirety by the following:
Section 12

On termination of this Agreement, the Institution must
promptly return any unused Study Drug to the Sponsor.

Section 12 is amended by striking out the word
“Investigational Product” and replacing it with “Study
Drug.”
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